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imzmi] Tie-fcft ( i ) x^ztii^r;?*- 

RV R 

R6-A-, R^-S (0) r -, ffiST/Mr/l—C ( = 

o) -xtite&r/M^-o-c (=o) -*r 3 , r 
ix«i2ffl<ofiiiT^^aT'a^§ixTv^ 

tiffilsr/M-/P-o-c ( = 0) R 3 , 
R 3 ' , R 4 , XtiR 4 't2, S*K^2fflSr^lSWS± 

r 5 : *m%? , wr;m?iv*)v, mmm^i 

X^XhX^TV->l-W&Til^)l—0-, W$tM* 
mCDV^fr-O-C (=0) -. m.7)V 

*)imx- 1 xa 2 wi&ztix t «fc v^/ua* >r ^. 
d7;^;H, XfiN (R«) R«-ffi»r;Wf/k-o- 

R 6 :*SfS?, ^nyyffiRT;^^, 7'J— /W, ^ 
fol, X(iN (Rio) Rii, 0H^L<(iffiM7/Mf 

R 7 ffiM7;Mr/k 7'J-/k ^rnii, 

XfiN (R'2) R13-R8, R9, RIO, Rll, Rl 2 _ R 

13 : Pj-XttH&oT**^. ffiR7;Mf;k TV- 
)V, XliA-roa 

fIL, R 8 5.t/R 9 , R'o&tfR 11 , R^aWJlBW 
4. 

A i^SIS^, Xti-NR"- 

mmw-^k-fatz-oxmcD^vw^mix^xh 
x <mmm zntx^xi, x t»fas^st 

Alkl. X(±Alk2: R-XimZ-iXftmULX^Xh 
k, n : |5|-Xii^o-C 1 , 2X«i:3 



p, q : w-x&mzixo, xt±i 

m : 1X«2 
r : 0, lX(i2 

X : S (O) m. -C (=0) -. Xte~C ( = S) - 
Y:|§^. Mm®?, BSIIS^. -SO-Xtt-S 
(O) 2 -, Xli-NRis-S 
fit. Yim&nb*. p + q^ l p, 
q#0?S>9, floY#l8£*>*£li. R3, R 3 ' . 
R 4 , R 4 ' <7)^< 1 1 1 oJi**!!^^^* 
1\ 

R 15 : B»S^LTUTt,J:V^T;^ 
/P. 7U-;k -C (=0) — R 15 , Xli-C (=0) 
-0-R 16 

r 16 -.mm?, wsmzisLx\->xt>£^miT>\,* 

)V, TV-)V 

ZjXfiZa : n-x^m^xcnximmw,^) 

[ M$3 2 ] lt*if 1 f E»*> ^7 7 7 x -/MBHWOUi 
[0001] 

[%pmmmmm *%pm, mm. m&ry 

[0002] 

*vc, 7vFny>-«Sfto£ftUHU 7>Fo?>#$S 

*iDNAi«7yFoyy-i/x#n-iwyht 
^LTm-RNAiO^SrffiitL, 7yFoy>tfMB 

m*?ffl.mth (Prostate Suppl., 6,1996 , 45-51, Tren 
ds in Endocrinology and Metabolism, 1998, 9(8), 31 
7-324). 

[00033 tv vn¥>timmm-t%&#Lmzi3., 
m$wB, t&MX9&. %mm, mm, 

LX9u)vv*j;>7±T-vmimhtix\^ 

ffl^>^^•CV^4 (Jpn. J. CI in. Oncol., 1993, 23(3), 178- 

185) . --mtzrv-i VQti&Tithte&kbLX, 
7)V? 5 H (#HB3 4 9-81 332) , h*^;U^ S 
K(GB 8221421, WO 95/19770)^7^7- 'J Yffi»fc 
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Tl-XYtmm&tf-miX'hh (Nipponrinsh 
o, 1998 , 56(8), 2124-2128) . V J i/T S ~7 x 
->lftm%-tZ>it-£mt LT«4W095/25443(C^^v-h 

isy&wv rv vv&mm&Wpm^t 

W096/02525^-t 5 HTl/t7^-ffii^^Stif 

DE 4234295U4,«Sffl5ltJWS#Ji:L-C, W097 
/2245£(ifflM£tffl^|<DS!jI4<Bttfc IX, hD98/00 
402&t/ ro98/21648«4tn^#ffl£^6MI*«£ 

[0004] 

m, mzmryrnyymttx^m^, mm^ryy 

[00 0 5] 

[pM^iB^-rs^^s] move 
ry y uyym^im-th±.m<mm^mm-hK< 
mm&zn t i ^ , E^tajn^t^-r 

rt^f L fcfrS y 7 y ? x -il 

mmm> ^kt y vnyy#m*is i , &mmnm 

*#»iTEHI« ( I ) -C^itSvry^xz: 

[0006] 
Ut2] 




r 1 , r 2 : n-x\±m:-oz*.mm-, tvayywt, 

i/T/, Any/iftW;k -J- a, #/k?|ttr:/ 
>h ffifcT/l^/k R 6 -A-, R7-S (0) t -, ffi 

mnv^iv-c (=0) -xaffiar/^/u-o-c 
(=o) -a 

R3, R3', R«. R«" : |SI-X{4fl&oT**f^, ffi 

X^Z i>£^tilVJi*:-4 fl&RT/Mfyl'-C ( = 

O) -XliffiKT/^/P-O-C (=0) -a 

&i5, R8, R3', R4, xi4R 4 '«4, fit*K*2tt£* 

trf8»«i:tf>ffiltf>|a|--X{i JKr - j fciWRK? 

•5. 

R 6 ^n?V{£&?VMf;k am»Sr*L 

*LTV^Tt iV^f-oiS-ffiRr/l'^/W-O-, till 
m^lV, mk7)V^)V-0-C (=0) -, fflj|K7/U 



*)V&Q 1 X14 2 am § tlX V i> <t V / W A* -i IV , 

D7/Wf;H, X(4N (R8) RS-ttT/K/l'-O- 
R 6 : **flff. >\aYJ1SJKTA*fr, TU-;w, a. 
foi, X14N (Rio) Rii, OHfKlittW 

R 7 :*«JS^. HTW/h TU-;l/, ^ol, 

Xi4N (Ri2 ) Ri3- 

R 8 , R 9 , Rio, R", Ri2, Ri3 : p|— XJig&oT 

fit, R 8 &tfR 9 . Rioa^'R 11 , R'WR^Kjg 
•f h WMBT t — ft t tc -> X ffcO'vr a MFF £ * L X v * 

A : Xti-NRi*- 

r 14 i^mm*, smmzGix \*zi>*\ ^m.Tn* 

iV, 7V->V, ^nlfflL, R 14 &t/R 8 fiKtg-fS 
gSJf? -fti fcr> TffitfWfoJIi 1 £ W LT V i> 

ZZbtfX'Zh. 

Alkl, X«iAlk2: H-XJiH^oT^tt^^rLTV^fc 

ct<, wm&ttLx^xi>s;^m.T)v*isy, i&® 

k, n : m-X\$mtf>X 1 , 2X(i3 

p, q : m-xim^-oxo, x«±i 

m : 1X142 
r : 0, 1X142 

X : S (O) m, -C (=0) - , XJ4-C ( = S) - 
Y : Sra, M**^, SWffll^, -SO-Xt4-S 

(0) 2 -, Xf4-NRi5-^ 

fit, YtftS^OtS, P + q^lT'S)!.. =5rfc, p, 
q^'OT'ftO, floY**fe^<?>*&tt, R3, R3- , 
R 4 , R 4 ' <%K:< fc t> 1 ofiTKSS^Whoa^^ 
■t. 

R 15 am***LTV»T*>J:V^flaRT^ 
T'J-^. -C (=0) — R 16 , Xf4-C ( = 0) 
-O-Ris 

r 16 :7mm?, wm&ziiix^x M^imTiv* 

IV, TV -IV 

z x xnz 2 : m-ximz-yxcHxasmm?) 
miz*mnt , ±Mi-m.X'7fi ^tii^ryyx -ivm 
mwx\tz<r)wmmbmmtihm^®mt-th 

Wzmth, Hfcff*L<tt. HRsS ( I ) 
tfiSr W#)Ji!c# t-f S T V H y ^tSBH^ 1 k 

nmmx'h *) , ry Yuyymmm=Ft %im.t 
ix a. mism, mZMmxm, mmm., 

( 1 ) X'7*zttii/7s7x-)vim#xizz<7)wm¥ 




[0007] 

HRsS ( I ) T*8*i*fc£1Wc 
owcWtfWH-*!:. awjio-c**. *"»H»*>- 

8, SKtt^omAltt, SSI±fcl7bS3ffl«0 
ffiftSfcWl/OvtkJ:^. ffi&3SJi. BSSSft&ft?) 
i^»T«fflSni»ji*Ofi«l»^«lft1-|.**, OH 
?Bf&£frOvCi c fcWglRT;Mr/k OH, ffiRT^ 
Jf/l—O-CO-, iSMT/U^)U-0-, W$.T)V*}V 

-o-mcrn^iv, mcrn*>i— o -tmriv^iu 

-o-, fiar;^;i/-s-, s ( = 

o) -. WAT fr*>i>-s (o) 2 -, ffi»7/w<- 

c (=0) -, mscr )i*)v-c (=o> -o-, <k» 

r;W-co-NH-, ^oy/ffi^/i^/k 
7VffiS7/H^- 0 - , >\uY / m.T)V*)V- O - 
ffi&7/Mf^-, W$m<n>i>'9uT)V*)V, 

?uT)v*)v-im.T)v*)v- , tsuyvm.^, ^t 

J, N0 2 ,NH,,^y, ijJVif^vtV, mCT)V*)V 
X-Wfo 3 fro vC <> J: v vfr /iv&e 4 . * / Xli ^*ffi» 

t^/p-t s j , ^sxiiisW&T^jis-TS. jx- 

SHUSfrtffiRT/W^-O-, lX«i:2fflO«T^ 
*>I^L<liffift7/l^-C ( = 0) -£L<J;tf£l5 
7;l^A—0-C (=0) -TWMZtiX^Xi>£^T 
T5/-0-, lXI42ffli<Ofi«r/l^r^"CSBi 

§frovct>j:vvx/K7T ; E:>r /k s^nrw;-^, 

ffi&TZMVl—O-, ffienT^T'J-^-O-, g^nj 

wru-;w-s-, ^nrru-;i—co-, a^?) 
ru-^-so-, Bm^ry-;p-so 2 -, b& 

"r<7?TU-;W-CO-NH-, SW&VTV-tU-SO 

2-nh-, wtmco^am, m.m^(o^Tum-o 

-, WM^^t-uM-s-, I^nJ(?)^al-co 
BJ&W^toII-SO-, B^O's.irnS-S 

0 2 - , jBft^r^roa-ffiftr^yi'-, 
^oS-co-NH-, B^"Tc7)^roii-S02- 
NH-, Wffi(n^rxm-1ffiT)V*}V-o-, MM 

«jco^Tum-&UT>i^)v-co- , im«r^TP 
M-\mT)v*>v-o-mBLT)v*>v-mmfhti 

4. KFSt<{i, Aofyjgf, fi»r^^, ffi$7 
/Mf/p-o-, ffi&7/Mr/P-c(=o) -, ffi&7/i- 

3- /I/-0-C ( = 0) -, ffitK7;i^;w-s-, ffi£K7 
;^/i/-s (=o) -, ffi»7/^^-s (0) 2-, 

ffi»7;Wp;U-0-flfiH7/^^-0- P y77, -h 
n. :t*V ( = 0) , * SXteVmkT^lV- 7 S 7 
TB&§frd£&7;Mf;I/-0-, lX(i2fflc7)ffi^7 
/MPi«¥ L < Ufl»7yMr/U- C (=0) -«L<ii<S 
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&7;M^-0-C (=0) --CBBSSfrOvtiiU 
757, 757-0-, ffifR7;l^/l/-CB8SSfrO>T 
l> ± v ^/i^'* i x<i 2 loffi$7/w*/i/?B& 

¥J<m.T)V*)V, Jsnf ;te®.TiV*)V-0- , /\a 

y/w&Tfr*tfr-o-m8.T)i*>u-, miP&oT') 
-iv-o-, WM^coTO-fV-c (=o> -. w&m 

I-C0-, BMnr^rDS-fKar^^-o-, 
B$^^TnS!l-<KfR7vL-*;P- C 0 - , BStWv. 
•fnai-fiil7^;P-0-ffitt7^^-X(iOH* 
T&S. Srfe. ±IB r BJM.J fcli, H»S£*LTH 
•Cfciv^fcSSJft-ts. ift^BJ&S^Jfc LTJi 
«R77Wf;k Any^Sf, 7'J-/HE&T/H^# 

$8c i - 6 co«7^ &l<, tztta** 

/k ^fV7f-;U, sec-/f;K tert-yf^, 

**U-C*)J:vMSR7;^;l^){BJaBi. Anyyf 
7U-;l^<DBBIS#W£>*lS, r ffi*R7^ 
l^yj ttE««*fctt»tttt»iR«»l~6<0fi«7^ 

oei/y, -fyyntrpy, 7>uy, ^y^y^U- 

y, *<**rxi-vv%&finft>ix, mi<it&mm 

\—30)T)V*VyX'bh. f iSMT)Vy~U>i «±iS 
«tt* fett#«pR<o«3ia(t 2-6 coffi8i7;u^ <o 

L<\imm.2-A<r>T)VY-wx'bh. ^mscr>v 
T)v*\s>mcr>&m.cnm.\,z 1 \a±0)-EM&k&trti> 
h. r r u -)v j {±^#is: 6 - 1 2 «5?#gi£iat7k*g 

f$) , 9, ^ti.K7x-;K «-t7f;k /8-77f- 
t'7 i-'J ;^if^*>tf ^fr& „ settt, M»S6 
- 1 o<nis<r)iffi± i>\uYvWft \ t LTtifc 

[0008] ryNnyyffi»7/^;Uj ^fi»7^4f^ 
m&lMVCi.eTJWl&ffl&t L< , Anyyc,. 5 
7/l^= J f/l-Si:LT{i^tttf, 7/M-oyf-/ls 

aoyf-^, hy 7Doy.f-/i^, 2-7;t/jJ-oxf-^, 
2, 2-y*7/Wnif/K 2, 2, 2-hU7;l/3j-o 
Xf-;l/, 2-?DDXf^, 2, 2-y';DDXf;l/, 
2, 2, 2-MJ7DOXf-;l/, 2-7ntxf/l, 2 
-3- Fx^&i:'#$,{f £>fr h U yjUttX+MP 
tt£U\ ti/9uT>V*)Vmi (i^*IS3~l 0*>4> 
&&3~8Hll^^bKfll2T$>9. fetttf^a 
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Tfrbm&tih ^oe 1 ffls-tt? s xu 6 

l^rnry-;USS^{i6a^rn|g, ££{2:, *^y 

>f5^V-;k VyV-)V, t°yy'y, t^v'y, ey 
iy>, try^y'y, hUTV-;P, Wiy, f-* 
e^y, 75y, t^y, ^y^y, f-rv-zw, 
-fvf-ry-;k ^-rv7V-/k f-ry>, **-?v 

?v*y, hyr^'y, rh5r-;^^W^ii, fi&fn 
^TvMklXte, ta'J<;z/«, e^y^ryu*. 
tr^i/x/L-a, =e;p*U-;PS, f-^/l^'j-zk 

hHoh'^y, [1, 4]y'Wy, fh^tHnf 

[i,4] : J*T>mttfimft>ti, m&i 

4yw-/u, */yy, ^H-yyv. *y^y 
y, -fv^pyyy, ^yyMS^/-;p, K>yv+*y 

y, ^ s^ytry^'y, -f s^yt^'y, eyntry 
x*y, 7?7x>, ^7f-y>-*y, -fyFy^y, ry 
y, ^yijy'y, v-yyyy, 4y?-?yy, ?n-?y 
ssww . #Fi L<{i, t y i^'y , t y s y y , 
**7xy. 7 7y^S»M z F. BeRJK^XttKJtW 
^ j&>4> MIR § til. a fflFf 1 JbS 2 ffl fc*tf 5 Xli 6 

[00 09] r R 8 &tfR 9 , R'o&U'R 11 , R 12 WR 
13 , XteR'WRW&^&SSJI^fc-ttfc&o 

®ix^&mmm=?<7>miz, m^Tam^ttxmm 

lfflSr^T-^-Ct^V>5X{i6HA.TDig-CS)0. * 

*vs. is«r/p^, r y -/Hfcaiaa* 1 - 2« 
WLTv^Ttivn Bine r^-foiSj t,z$mzti&m\ 

it, b-ny^v, f<yyv, t/p*yy, i-vu 
it-iv, f-^;i/*yy, l-troy/p, i-> rs/y 
y;i/, 3-f-ryy/k 3-**r/\)A>, i-tryy 

i* 8 "^ (II) 



wia*iHka»tc** y Kft$ tix ^x t «t < , *n 
^m*isYmmfo*t<<x&-%thi>ff)x*hh. h 
tswMHft^wctt. mmmzff^n& ru h 5 •/ 

i&7$y. Xte2S7$y, oh, cooh»cs» 

[0010] *mit%® ( I ) U. 7$ KHr^lC** 

ttt&m&Ub*), zti\,zmrs< (R)*, (s>* 

ftWT, (Z)#. (E) f*c^>, $A,(C^^a^dr-.f 

¥mz¥t®Lotm<mu\ zti^comtLxit, 
mmzteMZ, mm®, 3?fc**», «eR. « 

y», S^jl^K, 7nyg, 3A^K, 77rt«, 71/ 
^yf8. ILSS. yy=fK, ^xyKt, ^t^yx 

<\t, \-)v^vx>v*vwmmwm, x&rwy* 

ySm V < \*7W 5 yS?=5r ^Ktt7 5 / ttfc 0#Sd 
Jg, 7by7A, ^y<7A, -7^-y»7A, ^y>7 

a, r;i/S-«7A, yf"7«6,^tfintaaa, ^/wrs 

y, xf-^TSy, x^/-;U75y^i:'^*«iga, 
y^y, *^-*y$r£<o*SS75/»fcO«#*¥ 

it-**. 4ary^- , 7AiS{i, ^fcmz\mm.T)v 

*)V>\yAY-, {SMTll^tUh 0 7 y-h, iS&T/U* 
lUhi/y-bttzliKyiStWsyj mX'fo*) , #&L 
< itX y-)V B— : JY&. td&OiSH? o 'J H #T'S> 5 . 

jet:, ^B9Hb^ttu«Mii. ;-)vwm<vm 
mtmmhzbifih*), ik-smzzixma&B 
^t^m^h^, ztit>*£x&itt?>. (Wt 
m) 

[00113 js-«s 



on) 
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HRaJt (ID X'Tr^tiimmr^yXii 

znmt, -aw din X'^ti&4fc$mx\tz<n> 
mx'hh. it&v® din vBjmmmfcb ixa, 

+)VX.Xf)l>, t e rt-/f;U^f;h &k'OjI& 

H, 8?7vK, 2, 4-^-hn7xy-;U^i:'c7)7x 
/-/^k^-^l-hFodf^^^y^SH, 1- 

tFo^^yyh ury-;u (hob t ) ^t'c^N- 
t H a * i^T 5 v3Mfc£fc* t mZ&X'&htil vStt 

WAo#;i/;tfyI£7/l^;i'XXfvl^trAcM 

h y 7 x-/p*^ 7 * y%ze>%WM{t&fab n - yn 

£#S A/M^/l/? P !) HtHOBti 1 1 
- h H a*^'/ h U TV-iWmkffi* o %X)\s* 

tmfhtii. ztitiixywtzmmx'Kfcimi t 

y'y^n^y^/kfyVSI^ (DCC) , #;W#X 
^*X*'J^vT-H^l-xf-;U-3 (3-i^f- 

;pt5 yrntvn #/t-;j<>M s (wsc ) , 

t-yfiHyi/Tt-h, 2-;nn-l-^f;l/t 
bv-u-h, 2-?nn- l-^Uf'J 

x/t-tf yg^Ttti-eo^- b y »7 AJgJi 5 S-ffcy y , 
xtfrfcyy, f^-;^Dij Kfi:i"5XW-;^n 

^*y7$b'££j£t?>::i:* < llS#&. ^^N, N- 




Stt ^DVitJVKT 5 H ( D M F ) tfO«t 3 ft 7 5 KB** 

7 b U 7 A^cOX;U* vKeWBtt b y 7 x x;U*7. 7 4 
y •>'7'oSKi«ib'J7x-/WX7>fy v'7o 

y H^offittfkffltJ: orsyfcRjcuT^^yrs 

* y r 5 h £ k mmx-h h . 
[0012] ttfc#*91G;&vvcttS?p 'J b', K** 

* s/ 4 v yrt- b t <r)Rfctf-%mx'hh . at; 

tilSffl-r* »Wt^**»&jW$:irtc J: o T t 
* 5 , ISy?np^^y, v^Dnx^y, 7on*/i/ 
A*tf^o?yflJHbk*». <y-tfy, b/pxy, 
^^y^^j^bkfggi, x-r/L-, rb5tb' 
n75yfOi-r^ffi, SgxfiUXf/l'fWxx 
T/l^I, T-fehxhy/U, DMF , N. N-istl-fl/T 
•teb7S b* (DMA) , N-*f-/Ptrny 

s yy y y^Rjcc^JStt^flS^*, sum 
mmmzz^xtemtr, ftmmmiT, 

(II) SrjfifJtfflvvfcy, N-*f7HE/U*yy, b 
y^f-^rsy, byxf-n/rsy, ^y7n&n 
^rsy, n, N-ww-'jy, try^'y. 
n, N-^f-yi/rsyeyyy (dmap) , tay 
y, ;H-^'y, ny^'y, l , 8-^T-ft'x^n(5.4. 
0]^yT^-7-xy (DBU) , l,5-VTWi'9n 
(4.3.0] 7 y- 5 -xy (DBN) & fc*Ojg» OffSTtK 

tfhh. ^') ! Jy^mmUh-fhzt^X'^h. zcri 
wmtm^Lx^hzbimt lv^^j>d, ^ 

X 0 tc&WMt LTtiGreeneJiyWuts^, Tprotective 
Groups in Organic Synthesis j ® 2 JKtCfEfi^ftllS 

[0013] mz^ft 
C-fb4 1 



+ H-»4^' ► (I) 



+ L-t-A^flf . (!) 

(vq 



( xe+^is#(i . mm t a y x-$> t . m i mmt s-^-r. > 
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*H£&li. (IV) Xit (VII) TTFZtl&m 

m^ttit^uzni, hr* (v) tan. (vi) t 
>*Hi:£» ( i ) *w&?h-fim~ekh. ita® <m x 

fi (VII) OJBtgtSfc LTIi. 7;M-o, ?na, 7*n 
3-y'KfW>D>->iS«:, y ? yx;U*-f- 

wmmmvb r>,mi mnzm> i tzMzmm 



to (V) ifcli (VI) <ORJCttSW«ci:LTtt, Uf"5r 
A, -J-hy^A, #y7A, -fei"7A, -fey-7AI?<7)£ 

tz, «»y*-*A, iitf'jw, ut»*y>A, k 

Rtf/l^ A , ftK**i- h U "7 A, *UMk-t b y -7 
A, *UMt*y>A, *UMfr<y?A, **ft^hU'> 

K, -y-hy^Ay b*yF, MJxf-»TSy. s^y 
rotvixf-yuT $y, yf-^Ayv yrntr/i/TS 



"ty f-yp-y* v 7 v b* . 'J f"? A f'/l' 5 v 

b*. n, N-Wf^r-yy, eyy'y, dmap, 
trnyy, ypf-y'y, dbu, DBN&fc'wfffcig 

)I?&y*yDnyyy, ^noi^y, yoo 
*;^^t'W\Dy'y^bki|, <y-t'y, bywx 
y, *s^y*<03HSfcftflac*Sl, y?y-yk xy 
y-yk 2-xh^yx?/-;^r;w-;H, x 

-T)V. T b?t H077Vf^X-f/H, PiSxf- 

;l/X^-f;^tfOxxf-;HS. T-teby, ^f-^xf-y^ 
by, xboyyy, 7-febxb'Jyk DMF, DMA, 
N-^^tD'J Y>*i?*+A"i syyyyyy, y 
y f-yuxyi/** y b , ^=¥^y f-yw.x* 5 5 H , l , 

3-y*y^-3, 4, 5, 6— rb^bb'n-2(l 

H)-fu$yyy, i, 3-y*y^-2— f syy 

[00 143 mHSffi 




(**OK^i. MieofcfcDT'J)!.. fflLRx, Ry 
ti*JWgff, fiS7A^», 7'J-/k ^d|, -O 

- (am) r^*;k. -o- (am) ru-*. -o- 

(ffift) Bronte**) 

H&st (VIII) T'^£ixl> -fb£»t*fL, 
HR* (V) T*tto*fc^Xli*<ORJGtttt»*i: 

triOfliKo+jftBHft^fli da) mmt&xmx'b 

fflffl^jgffcS. (V) OK£tttt*ttfc LT 
«i, y?-7A, -fby^A, rt'J^A, -fei^A, -by 

ifcRiBRrtC, KKU^A, WSth'JW, ft® 
*y>A, iWWr^^A, ftBWcJR^hy^A. 
fttb'JW, *Wb&y*A. *SKt^*y?A. 7K* 

fl;-*- b y >7 A^onpea^ h y x^7 5 y , * y *t 
xf;i/7$y, yf"7A^Myrotf;ur5F, ^hy 



yy^y'K. yf-^AA.df-ty^y'y^y'H, n. n 
-v'yf-yprxyy, h'yy'y, dmap, fnyy, 
;l^f-v*y, ayy'y, dbu, d BN^rif«o*tS«»co 

,-Koy h y 7;^ y H , ig-fbT/l^- S xr7A , ^-ft^fflX 

xn^;p>f xk, xti»tt-f ^ y^ffiSi^v y * y/w 

y, y?nnx?y, ^Dn^i/A^r^No^y-fLft 
^b*#», ^y-tfy, h;wxy, ^^v>m<rm%mm 

Itfcmm, *9J-)V, x^y-;U, WTxMJ— 
)V, 4V7$.)VT)Va-i\,, t-79/->V, 2-xh 
3f-yx^y-;^c7)7^3-;i^a, x~f/w, xh5t 



!(8) 001 



-26 1657 (P200 1 



-261657A) 



K077 ym^-f-jm, itixf^xxf/^x 
y, T-bh-hVfr, DMF, DMA, N-^^;l/h'n 

3, 4, 5, 6-rh5tHP-2(lH)-t'J5>'V 



y, l. 3-^^-2-^ s^/UvVy^co^ 

ioTli^aTF, #9TflSSaT. X<iS&n;SJlSS 
[0015] 

lite] 





*K£&M:. Hft* (XI) T*S<iift^«l«:aMkS* 
•C, (lb) ZW&ttt&X'bh. *R 

aaBtftft^fiw^niBT* o . a*s/? no* * y , 

y^Dni^y, ?nn*;i^&fcVy\oyyfl^-fbk 
am, ^y-fcfy, b/wxy, *5^y*0>3S*fc8Ht* 

gtS, X— fA-, fh5hKD75y^x-f/H, 
PKxf-;Px^.f^<Oxxr;HS, DMF, DMA, 

j-ivxii* * y ra^£3&^^&*mM 

T, Xli3KI75SJiaRTt=1¥*>*i4. +TfcftR. HJ 

[0016] ±E<3«ffi£8S o T L fc*#DHfc£tt 
tt, iS-ffc, Stc, x^r;Hk, 7$ h'fc, tek#*. « 

t ixtmtmztii. *«^» ( i ) (7mt. % 
mwmmK&iztt-tz t 1 t. osst-rs - t * . 
jhhmu. ft*, m 9*. tsjMb. ra, s*s 
a. #a^n^h^77^-^oa^-f^^&3iffl 

mt&z tares*, mta. %&m&m*mm%im 
[ooi7] fi4tittffj. tr^ivm, mmi 



mm, «gpwwcj:*i5Pft4. »*v^4»a, «5a^o 
T«>oTtJ:v\ mma**, mi 

1IHiPS4<0*£jftAlB£9 0. 01~500mgg 
JS, ^PtW-tftftejfcAlBSOO. 0 0 1~5 0m 
gS8r?*9, CltlSr 1 ETC, **Htt2~4 0fc#W 

m. -7y-h-)V, 7VVffi, t ^-^:^fy7^t7Hr;^ 
^-.x, ffl&& J &vu-x, xyry, ^Dt'^en 
uny. ^ ^^187^5 yitv^^^Ata^ii 

y^cfc^^Pffitt^lr^LT^-CtJ:^. ^JX 
^A-CMSiLTtJ:^. 

[0018] ana4^)fc«)w«fMijS!i*ni, asmt: 
f!F*$n&Rawfl. ?§?s?pj, nan. v-D-y7^j, x«j 
^^wiw*#». -mizm^tittftmm. 
m. mtaimk. zcommt^ 

mm, mm. ^m\, wnm\&ttLx^xi>£\.\ 
imn&zniziton&smt ixa, umaM&um 
*&mmm. mmm, ?im\z&$t&. m.<n\m 
m. mmmt ixa, mn$mmm , s*W£m&& 
MMittih. fbme&mm, mmmt txa, m 

zM7WWWn-)V, ^'Jxfi/y/^-zk, 

->m, *'jv;K-h8o mm*, m 
xozummtzuzmmi, mm. %itm. m. 
m. zfeftm mm. vtv-x) . immmi m 



!(9) 001-26 1 657 (P200 1-261 657A) 



ttt. 7)V9$vm, 7X^y*>M) 0)Jt?%WM 
SrSXT^T fc X I \ ZtlhliMz-ii *9 r 'J 7ffi®7 

•f^^-sa^ra, imH^i!#xii)int(cj:-9-ciR 

[ooi9] WFizmm^mn. *mzmzim 
asmti. *mut. ztit>*amm£.M>mkzti 

[0020] ##M 1-1 

hyyx-4- (2, 5-i?X+A't:'<9i?>-l-'t 
>V) - 2 - h y 7;W*n^f-yK>'V- h y^ 
4 -7/M"0- 2 - h >J 7/U:*n.X-?-/Kyy*x |. y^ 
lgfc 1-777.-2, 5-y>f^t^5y>2. 4g 
Jr. DMF30m 1 lZ®Ml. 8 O^KT-fi&fllJf&L 
fc. Rf5«c*S:iPx., Bj^x^/PT'ttajU **es 

ft* ^ y * y/w* 9 a? D-? h ^7 7 a -izx%m i , 

9nv*)VJ>.-*9;-)V { 1 0 : 1, v/v)«fffl» 

i o *nft^« i . 3 g m-it. mm i-itmk 

lz, mm 1 - 2JbM 1 - 7 Lfc 0 £*ifc*>aKi 
##W2 

t-7>^ 3-X+iV\£Ui/y- 1 -ivVif^l/y 

tMvTX'D I BOC 1 0. 9 gcof-h^t Yuyyy 
(THF) #$1 5m lJ2-^f^5yVl0g 
OTH FJ§?&1 5 0ml fcfrifc. MET 

. 9 4 g tnmtmmt ixntz . 

##M3 

t-7f-;l/ 4- (4-i"7V-3-M>7/M-n.j<f- 
y-b 

mm2X'-s®.Ltzt-yi-)v i-x+iv&^yi/y 

-l-iVVX^i/y-YA. 46g, 4-7^*n-3 
-hy7;U*07f-;l^7y'Xhy/P6. 7 4 g, Mf 
*M yrnt;I^Xf-;l/T5>7. 76ml5DMF50 
ml*, 10 0XrC2HHH»PU:. Rffi»Sr*?*R 

S^Sr^y^y^*5A7P-7h^77-f- 
fcttU ^^y-IH«xf-/K 3 : 1 , v/v) Srffl 

wota} u as-d:-^ 5 . 6 g £ a&i&A t l-c % 
[oo2i] mm4 

4- (2-^y-)V\H^yVy-l->{)V) -2-bV7 
##W3'C£j£Lfct-7>A' 4-(4-xT7-3 



-by7^3fn>^7xx;p) -S-^f-zHf^y 
y-l-*MJf>-7-h2. 8 5g£HJ 7)l*nffi 
m 5 0 m 1 + . 0 XJ-Sa-C 2 l*|3HRff Ufc . 

ets* l , mfm&*x'*miwmx*>\,xi6im . 

Y)VtiyJ*9u-?V?y? 4 -Zm^XtmL, ?dd 
*>)VJ*-X9/-)V-2&%7y*.-7fa (10:1: 

0. 1, v/v/v) mtmx*), ante* 5. 6 S 
mm&magkbixntz* ##1^27^4 

*2 mm i uz^t. 
mm5 

4 - ( 4 2 — f Vrafcf/k- 3-^7 1 
^yi/y-l-4)V) -2-bV7)V*U*1-)\,<yV 
-bV)V 

t MVra>£)V7$.>\. 22m l ^iiTHF20m 
UC&JBU -20°CT'l. 5 5M<7)7f-;L-yf-^i,/ 
^•t7^?«5. 6mlS-Jp^, 1 oaHHWFUSl*- 
7 8*Cfc?MSUfc. ##CT1-6T'^L^4- (4- 
^yj^-3-:**yt , '<7j-'*7-l-4/l') -2-b 
y 7/M-07 f7l^.7V'x h y >v 2 . 0 8 g £>&S7kT H 

Fmm20mizmri2o#®mmk, swuvr 
nhvuo. 8 7mi^jpifc. mmx-ft^^-mm 
mm. Kimzma&it7y*-v-<u7mm.wz®. 

SiLfc. S«$r>-y^7-V^7A7ovh7'97'(- 
^fflV^^SL, ^^y-llxf^ (1:1, v/ 

v ) ^ajiJct mm<t&fo i . 4 g^^««t lx% 

##^]6-l 

4 - ( 4 2 ->f y/ae;^? >->- 1 

-^f;U) - 2-bV7)V*UX1-)VKyY=. YV)V 
mm^X'^LtzA- {4-<yiS)V-2-4V?u 
t;P-3-^V^7i''y-l->f/l') -2-h'J7 
;Wo^f;Kyy-h'J;H . 3 6 g^iSTkTHF}^ 
M2 0ml*tw0 , C{C-ClM,if5y-THFjt^7. 1 

1. 3HZ6mmiWLit. X?S-Jlrl5ml , lNfi 
134ml £Sfl;t 1 5^IBKlDS»B18iEt^f*. RJC^M 

a* ^ y * y/p* 5 a 7 n-? h / 5 7 * - s-jbv 

L. (5:1, v/v ) MiH^X 

1 . 2 2 g LTWfc. 

mm e- it mmzmm e - 2 1 ti . 
mmi-i 

4- (2--f yTohVPh^^^y-l— f/W) - 2- 
h y 7/^DXf-^yy'- >. y 

##M6 - 1 X"&&ltz4 - ( 4 -^yy/k- 2 — f V 
7nC;^5y>- 1 -A /I) - 2 - h y 7;^d^ 
f/Kyy-h'J/H . 1 7gi3.J:^l 0%^°9x'7A 



(aO) )0 1-26 1 657 (P2001-261657A) 



*?J-)V-29%7>*-T*.(lO:l:0. 1, 
v/v/v) ^ffigPiD, ail-ft^O. 7 9g^M 
MPffflMN: LT*fc. mmi- 1 Plttt##M7 - 
2 Ltz . 5 AM 7 - 2 <7)ffiil&t«fl«2 

31 2 I n^-t. 

[00 2 2] ##M8-1 

N- [2- (4-x7y-3-hy7;M-o7f-^7- 
'jy)-l, 1 -j^f-^xf-zP] -4-7)V*u<> 

4- ( 2-757-2 -.xf-zkrotr/iyrsy) -2- 

a 'J F 8 3 3 m g £«T LSffltT 2 . 5 ftRHX 
If Lfc . BBxf-^* flDx.«£$B* LSHBSrWEETii 

7 4-£fljvveft«U ftaxf-zv-^-^y ( 1 : 
1 , v/v ) StiJg&J: «B^|l. 4gSSfc. ft 
v^TBHlxf-A'-NW yfrfcttJM&fcffv* 1 • 0 8 g 
o#»ft£!|ij£»fc. ##008-1 fcNflNc, WT<o# 

N- [4 - (4-v7y-3-hy7/M-o7fvl/7- 
y 7 ) 7>/H - 4 - 7Wa^X7 5 h* 

mtH9-i 

(2S, 5R)-4-(2, 5- ! J^)V^y : Jy- 

(+/-) -bjyX-A- (2, 

— f/P) - 2-h'j7;^ny^-;^yy^h 
U;P5 0g?rx^y-;W-7K (9:1, v/v) 5 00 
■lfcSHL. (-)-^>-V>f;P}S51?16. 6g5rJp 
£2 1 . 6gcDi£Srt#fc. »:viT'X^/-;l^-7kJ: OS 
*Sfi£frV\ 15. 7g0»B£f§jfc. £<OiB3 0g*h 
^xy2 0 0ml L , 5 'J <7 A?J« 2 
0 0ml fcjn*.. SS(cT2i5ISH»PU!:. PKxf-rt' 

ijniaajLfctt, ?^«^®*LT«k^!i%i8g^ 

ttfc. 

##^9-2 

( + ) -i^<yy-f ^a^»*fflv^r##«9- 1 fcisi 

«c7)S^J: , 9(2R,5S)-b5>'^-4- (2, 5 
- V* *7H?"*9 i^y- 1-4/1) -2 - hi) 7/M"Q 

10-1 

(2S, 5R) -4- (A-Ky i J)V-2, 5-v7f- 
^ty^^y-i — -2- Fy7;M-oy^/ix<. 
yy- hj/p 

(2R, 5 S ) - l -Ky i?>v- 2 , 5-i?X+)V\Z*<. 
7v>1.0scOtfU v>10ml^?B[t4 -7)VJtU- 2-Y 



U 7/M-oy f;Ky/-h y/W926nig&tf h UxfvV 
75y2.0ml$-SPi, 9 0X:-C2BBWIffLfc. RJEifc 
£?6aS L^S- y'J* ? o v b / ? 7 4 -? 
»KL. n-^tfy-pKx^;K9 : 2, v/v)j§tij 

##M1 0-2 

##W1 0-1 tHatLt (2R, 5S)-1-7'J 
/W-2, 5-Wf/Hf^5y>'^M2S, 5R) 
-4-(4-7D;>-2, S-y^f^t^^y'y-l 
-> f - 2- HJ 7;WD^f;KyV- F y /l-^ 

[0023] 1-1 

(2S, 5R) -4- (2, 5-is*<hlV\£Uisy- 

\-4>v) - 2 - b ] J y>v*u* f/KW- h y ;P 

(2S, 5R) -4- (4-^^/1—2, 5-y-'7f- 
;Hf^5^y- 1 -4 ;P) -2 - h y 7;^n^f/K 
yy-MJ;M).31 gfO^nox^ya mlj§?gtl-^ 
DDXf;l/ ?oo;JvM-h0.92 mlSrflnx., flDfHtfSsE 
*frT2B«ffU:. KJSK&gtfBU 7?y-/P20ni 
l^iMBiSKfeftTlBIWPLfc. WtmtWA 
L. «S$r^y^y^7Ay*a-?hy57^f-tc#L 
?nn*;^-^^y-;K9 : 1, v/v)f»»L«i 
ft*ft0.19 g**tfi»«!ftfc LT*fc. *^»Jtig 
3tSW^vSttHPLC^7AT^^«J(±, 1- 

10(-)H>IBETAfcJBV*T»fcftfcfc£»fc-RU:. 
##0J1 1-2 

##M1 1-lfcHKteLT (2S, 5R) -4- (4 

-ry^-2, s-v^f-^e^^^v-i f;w) - 

2-h-y7;Wjroy^Kyy^hy;PJ;0 (2S, 5 
R) -4- (2, 5- : JX*)VW*.yi>y- 1—i 
- 2 - h y 7/M-oy. f/K^/x h y;^ff^. 
##^J1 2 

4- (2-^y^7Sy- 2-^^7-0^75 
7 ) - 2 - h 'J 7/M-o.X f-;^yy- b y 
4- (2-75/-2-y^/7"o£/P75/) -2- 
M)7Wn^f*\//-hiJ*2. 5 1 g^r^^a 
D^^y50mldl»L, BgO. 6ml&tA'<yX 
7;Pr t HI. 0 9 m 1 £ jDi.?t . ftV vC-f h y A h 

y 7* h is-xu t k y h- 3 . i g Srjn^aat-c-ft 

/Co L*«E*»ETaB8Ufc. fl^ix^ 

L, SfKxf-^-^tfy (i:i, v/v ) »{ij|BJ: 

o««ft^i*i3 . 2 g itmzmmt lx&iz.. 

##W1 3 

4- (4-<yy>-5, 5-iy/f-;l—2-^yf 
1 -> f )V) - 2 - h y 7/Wn>f;Ky/ 

^hy;w 

4- ( 2 -^y ^757-2-7^70^7 5 

y) -2-YVy)V*u*j-)i<yY-yyiv2. 52 
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Hef.No. : DATA : «ffl|ft^«tt«, NMR : ft 

atSW»x^h/K«fC^IEL*v^BI"). DMSO-ds, T 
HSrtJMWI-CJlje) , N5:«»m He:***, iP 
r:-fV7DtJK Ph : 7i-^ 

[0024] 
1*11 



Ref.No. 


a 


DATA 


m 


1-1 




NMR(CDCI3)<J :1^0(SH,d^=0. 2.72(1 H.dd.J-S.1 3). 3.02- 
3.16 (I8,m),3263.49(38, m),3.70-3.82 (1H,m), 4.01-4.14 
(1 H,m), 6.98(1Hdd,J-2 l 9), 7.1 1 (1 Kd,J=2). '-62(1 H AJ=0) 


trans 


1-2 




NMR: d :2.41(1H,brK2.7B-2.B3(4, 1 l.m),3.33-3.38(48,m), 
7.21(1 H r dd ( J=2.7>, 7.27(1H/J,Ja7), 7.81(1 H,d.J=7) 




1-3 


-o 


NMR: 5:1 .69-1. /7{28,m), 2.29(18,1*), 2.61-2.66(28,m), 
2.8?-2.87(28,m), 3.55-3.60<2H,m). 3.6^.68(28,111). 7.00- 
7.05(2H.m), f.74HH,d,J-«) 




1-4 


^-N H, 

fi M» M e 


NMR;0;1.O6(68,S), 1.51(2H,br). 302 (2N,d,J=6), 6.90- 
6.9f(18,m). f.04-M1 (1H^ri) t 7.15(1H,bf), 7.88(18^-9) 




1-5 




NMR: tf:1.38(2H 1 br) 1 1 38-1 .47(251^1), 1.52-1.82 (2H,m), 
2.53-2.60(28 ,m), 3.0W.18(28,irO, 8.80-6.84 (lH,m), 
7.01 (1HM. 726-/.34(18.m), 7.70(1 8,d. J 9) 




1* 




NMR: * 3.37-3.44(2H,m), 3.89-3. (Z <,m), 4.17(2H,b), 
4.6?J28,8), 7.20dH.dd.J«^,9), 72>7.39(68,m), 
7.88(1 H,d ( J=9) 




1-7 




NMR: <5 :1 .03 (BH, d, J=6), 2.24-Z39 (2H. m), 2.67-2.82 (28, 
m). 3.83-3.83 (2H, m), 7.27-7.31 (1H, m), 7.60 (1H, d, J=9) 


eta 



[0025] [«23 
ft#fls 



Ref.No. 


DATA 


2 


NMR:<J:0.92(3S l,d,J=6), 1.39(88.*). 2.13-2.35<18,m), 2.43-2.55<2M,in) 1 2.74-5!.83(18,ni), 3.65- 
3.78(2H.m) 


3 


NMR:*: 1.05(3! l,d,Ja7), 1.42(98,8), 2.93-3. ?6(3H,m), 3.68-3.81(2! I,m), 3.84-3.88(18,br), 423- 
4.38(18,00, 7.15-721(18,171), 722-7.2 rt18,m), 7.83-7.87(1 8,ni) 


4 


NMR:<5 :1.12(3H,d,J B «). 2.30-2£0(18,br), 2>.60-2.70 (1H,m). ?.78-2.88(28,m), 2.93-3.03(28,111), 
3.56-3.65 <18,m), 4.12-4.5>1(18.m). 7.14-7.19(1 8.m). 7.2^1 8.d,Ja2). 7.81<1H.dJ=9) 


NChQ^Q 


! Ref.No. 


Q 


DATA 


6 




NMR: * :0.97(38,d>6). 1 .07(38,d,J=e), 2.19-2.33 (18/n). 3.43- 
3.60(2; Ijri). 3.59-3.89(1 H.mX 3.76-3.66 (1 8,m), 4.38(1 8,d,J=7), 
4.43<i;iAJ»15).4.71(18,d 1 J-15), 721-7.*8{68.m), 728-7.38<2H.m). 
7.81(1! l ( d,J=8) 


6-1 




NMR:«:0.66(38,d,J=7), 0.81(38^7), 1.93-2.00(1 8 .m), 2.01- 
2.11(1! I,m), 2.60-2.61(1 H,m), 2.82-2.94(28, i«), 3.17-32S(1H,m), 
3.36(1Kd,>13), 3J7(18,dJ-13), 3,77-3,91 (28,m), 7.15-722(28,111), 
724-7.30(1:1^1). / , .30-f.35(48.m), 7.73(1H.dJ=9) 


6-2 


Me 


NMR: 0:1. 13(68 ,s), 2,40-2>l8(28,m), 3.33-3.43(48,m). 3.51(28.bra), 
7.19-7.40(7: IM /.79(18.d,Js9) 


7-1 




NMR:6:0.66(38,d,J-7) l 0.&7<38.d,J=7). 226-Z44(18,bf).2.62- 
2.66(38,m), 2.64-^92(1 8/n), 3.00-3.14(28,^, 3.63-3.77(2Hm), 
7.12-7.19(28^1), /.71(18.dJ=9) 


7-2 




NMR: 0 : 1 .05(68 , 8), 2.77-2.88(28^1), 325 3.43(48,m), 7.15- 
728(28,01), 7.76(1H^9) 



[0026] [*3] 



gSrTHF 3 0m 1 fcfflSU *1 5m l»lf4 0%* 
;l^'J y 1 . 6 6ml SrJni. 8 0*fC 1 4B#fajuaL 

Jf^y (1:1. v/v ) JfffiSJ: ^IMl . 5 
8 g . mms - 1 JbM 1 3 Oftttfflifi 3 tc* 

♦#* i 



(?1 2) )0 1-2 6 1657 (P2001-261657A) 



Rsf.No. 


DATA 


8-1 


MS(FAB} 416 fM+HI 


8-2 


MSfFAB) 380 [M+HH- 


9-1 


M8(F^ 284 [M+H]:- ; [ab25oM00.6 (c»1.018. EtOH) 


9-2 


MS(FAB) 284|M+H]+ ; [«]o25=-97.04 (c '1.014, J-tOH) 


10-1 


NMR(CDCI3):1 .08 (3H, d, J=7), 1.24 (3H, d. J=»7), 2.46 (1M, dd, J=2, 6), 9.89 (1H, 
dd, J=4. 12), 3.15 (1H, mX 3.37 (1H, d, J°12), 3.48 (1H, dd, J=3, 12), 3.57 (1H, d, 
J»14), 3.87 (1! \, d. J-*14), 4.00 (1il. m). 6.89 (1! \, dd, J=3, 9), AGS <1H, d, J»3), 
7.29-7.39 (5H. m). 7.58 (1! 1, d, J=9) 


10*2 


NMR:0.92 (3H, d, J=7), 1.15 (3H, d, J=«), 6.1 <W. 18(1 M,m), 6.1&-5.29<1H,m), 6.72- 
6.900**0. 7.14-/.25<2M.m). 7.79(1 H.d,J=9) 


11-1.2 


NMFL8.03-8.09 (1 H. m). 8.61-8,68 (1 i 1. m). 9.2(W.24 (1 H. m). 1 3.91 f1H.br 8) 


12 


NMR:1.13 (BH, s), 3.03-3.16(2*111), 3.32(?H,bre), 6.86-8.89(2! I.m), 7.13- 
7.40(8H.m) l 7.69(1H.d.J-«9) 


13 


NMFM.28 (6H. e), 3.14(2*1**), 3.60(2H,bre), 3.70(2H,bre), 7.20-7. 40(6H,m), 
7.87-7.9»(1Hjn), 8.0*8.1 3(1 H,m). 8.20(1 H.d J fl) 



[00 27] Httf?a]l-1 

b5yx-4-(4- (4-7;l/^n^yy^f;u) - 
2, 5-is*j-lVV<.7 : J>-l—4)V) )-2-hU 

7>v*n* frVK y V— h 'J ;u 
##m-l-t'£j£U>:b5>"*-4- (2, 5-^ 
f-lVt'^y : Jy-l-^)V) -2-YV7)V*uf}-)V 

to§8?U fjy'yo. lmi £fln;L, *^Tp-7;1/ 

:*CKsyy/ n y H 0 . 14ml SrSTUc. SiS 

XftWkL, 7aa*>VI»-*?7-)V ( 5 0 : 1, v/ 
v ) »ft^l3 7 0 mg^fe. 

SHI-(t£$l2 6 6 m g ^Hfe^t LT#£. m.m 1 
-lfcFWMc. HSS«l-2;P;Ml-3 2££l£Uc. 
HMW2-1 

(2S, 5R) -4-(4- (4-7>V*U7 3.-IVT 
^)V) -2, 5-=J^^)V^7 : J>-\-4)V\- 
2-hV 7;^o^f;Ky/- h 'J;l/ 
##M9-lt'^t?t (2 S. 5R)-4-(2. 5 
- is* f-lVt'^y 1 - A )V) - 2 - h U 7/l^O 
y/P500mg, 4-7WD7i- 
/Hl®?54 5mg2rDMF7 . 5mlCi(»U HOB 
t477mgMhyif/l'7SyO. 5ml2:jDi. 
fc. ^V^T'*^TWSC7 5 0mg^jDi., SffitT 3 

us. 3 h y *? in i-' 

? oo* ? ytii&ai us. i Mj&m<x^?m 

L, 7uuiwVK-*9 7-iV (200:1, v/v) 
JgajgBJ: ^T'^x^x-t/P 
-5/4 VTDhVPx-r^J: O&.SMfcSrffK mit£ 
H425mg ££|£t£ ^ LXWz . HJfeCT 2 - 1 k PJ 
«C, 05ttW2-2fl£2-2 3£-&jSU:. 
[0 0 28] HHW3 

(2S. 5R)-4-(4-(2. 5- : J*1-)V-3- 



2 - h y 7/M- o^f/Ky/- h y/u 

3- e>J^M^y-^14 lmga^ l J r >At-7' 
h^f^Fl 4 lmgSrTHFl Om 1 t«gSL3 0^JS 
f#Uc, &WC(2S, 5R)-4-(4-?oo7t 
f-/P-2, S-i/Xf-rtar^j/y-l--' f;P) -2- 
h y 7;^D^f;Ky«/- h y ;H 4 1 m g SrJPt 6 

o*tcT3n«BB»pLfc. aMkry^-^A* 

$rfflv^T»SL, ?nD*U-^^y-;K20: 
1 , v/v ) ff tiim *)*mto&* 1 7 7 m g Sriitt^ 

5WW4-1 

h5yx-4-(2, 5-v^f-;U-4- 
yyTot^-x^) tr^7v>-i— <f^]-2-hU 

h5^X-4- (4-T^yo-f ;U-2, 5-x^f-;W 
^7 : J>-\--{)V) -2-YV7)VJruX1-)VO 
V-hU;P5 1 0mga^M»Jyi40mgJ^ 
xy l om 1 te*j*L-fciiB)!Bl»U;. ^SMBET 

-zm^xmrnt, ;dd»a-^^-;mio 

0:1. v/v) ?ftija5J;*)«fi^!|D5 4 0mg^ifi 
ffl®BKB»xf-^Slnii*Hfc-&!ft4 5 0 m g 2:iEfe 

^ B H at LT»fc. nttM4 - 1 1 mmz. nmM4 - 2 

[0 0 29] — 1 

4- (3- {4-7tV*uK-yV4 IV) -4, 4->-'> 
f-;P- 1 -4 srVJ y^/H - 2 - h y f- 
/P^yy'-hy^ 

##0lI8-2f^L^N- [4- (4-i^Ty-3- 
bV7>V*u*1-)V7-iJ S) 7Wl -4-7>V*u 
^yXr5K80 0mg*B»15mlt!BiBL. 
vyy362mg aiXaKSiMS 5r jDi 5 0 °CT' 2 B#H 

®m%£ix®t>titmmnz , : sv*y 



(*L 3))01-261657 (P2001-261657A) 



;U-^^y-/M100:2, v/v ) SUJWJ: 9* 
mc&1*5 2 0 m g fcfcfc. Jfr v?* * y-M»£tift 
fttfTV«Wfc^»343mg«r»fc. 1 1 

(2S, 5R)-4-[2, 5-^^-4- (4- 

h 'J 7 /M"ny f;Ky/_ h U /P HMfttt 
MiW2-2 2?£j£Lfc ( 2S. 5R)-4-[2, 
5-y7f/l'-4-[l-(l, l-^f-^xb^fv 
#/U#x/p) t/U;l;yy-4— -f/U) 7-t+)UV<7 ; J 
y- 1-4/1/1 -2-hy7^:*ny?vl^yy=.Hj 
;H. 84g£fj#x?-^3 6m HC&fgL, 4SJg« 

KiH»xf-/i4S»*jipiafflcr 2«n«ff ut. eta 

iRMffriiLt. SSfcvX^/Px-r/l^ffivve 
ISJWfcU Itx^y-/^yif;n-f;W OSIS 
ft*ffv\ ML^Dl. 2 0g£»fc. 
HMO 7 

(2S, 5R) -4-[4-(l- (2-7/M-CKsyi; 

x'y- 1 -4/10)- 2 - h V 7)V*u*+)V<y 

*3tW6T£jicLfc (2S, 5R) -4 -[2, 5-x 
y^/l— 4- (4-t^U^x/P) T-fe^/Hr^^y 
- 1 -4 /10 - 2 - hU 7/M-ny J~)K>y- h 0 )V 
«H*300mgtrT-bhxby^5m I fc*JKU 
HJxf-^7$yO. 28m 1 &tfo - 7/M-n^>-;/ 

;^duho. 1 2mi zmim&zx-mwifc. 
w&x+ivzmt , tmi&m* y vM.tm-cmut: . 

77-f -£JBvvc»§gL. ynn*/l^. -y?y-/U 
(97:3, v/v)»aj»J:i)»fc7'J-ft*. 4ffl 
saiKi|!»xf-;P*liDi«Ktti:L. IMKxf-A'- s>4 
yrnt/H-f /l/0»S>ISIHfc*fTV>3 4 0 m gc7)*H 

[0030] mmm8 

(2S, 5R)-4-(2, 5-5^Xf7P-4-(4- 

( try 4 -^^x^) ty<y y-;n r-tf-^ 

tr^5 i J>-\-4tV\-2-YV 7/M"ny f;Ky 
VxMJ/U -HfiKtg 

HJfiW6T^j£Uv: (2S, 5R)-4-(2, 5-v 

yf-^-4- (4-h^yi/x/u) T-tf-zur^^y 
- 1 -4 )V\ - 2 - h y 7/M-oy f;Ky/^ h y ;W 
JSigtSl 9 0mg£DMF4m HCjffgU h'Jxf- 
/P7$yO. 97ml, 4 yx3f-y$8 6mg&tfH 
OBt 9 5mg*Jni5Efc:WSC 16 0mg£flU;irt:. 

ft* h y ^*»«rcafe»ufc. a^-c*wi* i ma 



n*>VA-X?J-)V (9 5 : 5, v/v ) ifiijlftj: 9 
#fc7y-fls£, 4M«ig|§Pi!x^USrJpi.lSiagfc 

ffVM 6 0 m gtf)*IHfc£ft«r»fc. 
HJS0IJ9 

(2S. 5R) -4-(4-(4- ( l-tiMWA,) 

tr^ y y_;H7tf;H 2 . 5 - >-*y 

- 1 - 4 M - 2 - h y 7/W:*ny f-zt-^yyx h y ;p 

WW!6T^*Lfc (2S, 5R)-4-[2, 5-x 

yf-;p-4- (4-tr^yxx^) T-fe-f/nr^vy 

lB»300m«S^nn^i'i'5m 1 fcJSSL, 
hyxf-^TSyO. 0 9 4ml trJoilO^HBWH* 
t. JXV^h'J^f-^U^ y y7t- hO. 72m 

u;. s«H?*Lfcft, s«ss 

vy*^;^5Aya-7by77 * — Srfflv-k-ctffHL. 
^□a*;l/A-y^y-;K93 : 7, v/v)i£ffigff 
J; 0 , 3SgHfc£ft2 5 0 m g mtz. 

[0031] mmi o 

Xf-A' ( 2R, 5S) -4-(4- (4-^Ty-3 
-hy7/M-ay^) 7i-*-2, 5-y'yf-zHr 

^5>-*y- 1 -4)V)z)v*-)VKvy7-ymmi 

-8T**Lfc (2R. 5S) -4-[4- (4-vT 
S -3 -YV7)V*u 7xX/|/-2, 
f^t^7y'V- 1 -•<^)7.;^x;^,g,#S?5 0 0 
mg 142mg£DMF 1 5m 1 fc»JWL. HO B t 8 
2mg*Joifc. JXV^TffilCTWSCl 1 7mg^JO 
l*IBttx^y-^3m l Ztiui-Wffilti. m 

(1:1. v/v) m&aX')*mte&fol 3 3mg5r 
HK0V1 1 

(2S, 5R)-4-(2, 5-V**Ar-A- (try 

: Jv-3-X)\>*=-)V) tr^v'y- i->f/io- 2- 
h y7/^oyf-/i^<.yyxM/;i/ 

M)7z-;l/*X7^y ^'7n5 H2. 4 3g*7-fe 

h-h'j/nomi t!ijSUtry^y-3-x/i^*yK 
^-by^Ai. og^iniSiBtcriOBflajwPLfe. 

#*0!9-lT^«Lfe (2S, 5R)-4-(2, 5 

-^'yf-zur^^y-i— </u) -2-hy7/i/?rn 

y f-zi^yy - h y /1-4 5 3 m g , 7th-MJ/H 
Oml«fgiL*^TnSTL, fy^'yo. 5miS-Ja 

^y/^5Ayo-7h^7-f-SrffluT»i^L, i^K 
x^/u-^tfy (l : l , v/v ) iStiJgPJ; 0t#4>ix 



(&4))01-261657 (P2001-261657A) 



fcwutatt*. mF.w- s M yrot^x— f a- 

X 9«MMfc£frV>4 8 5 m gOttAfcftfc. JaTO«fc 
wetter*)******. 




Ex.No. 


X 


Ra j DATA 




1-1 


CO 


4~F-Ph- (MS(FAB) 4Q6JM+H]+;NMR 6 :0.94-1.34(6H,m), 7.15- 
|7.37(4H.m) 1 7.42-7.60(2H l m) l 7.85(1 H,d.J=9) 


(2RS, GSR) 


1-2 


CO 


-CH2Ph }NMR 5:0.88-0.99(311,171), 1.05-1.13(3H,m), 3.48- 

|3.92(4H ( m), 4.13-4.42(2H,m), 7.15-7.37(7H,m), 7.78- 
17.82(1 H,m) 


(2S. 6R) 


1-3 


CO 


-CH2CI iMS(FAB) 3/9[M+H]+;NMRa:0.9/-1.30(6H l m), 3.5- 
3.8(2H,m) 


(2$, 5R) 


1-4 


CO 


-CH=CH2 MS(FAB)338[M+ifl+ 


(2RS, 5SR) 


1-5 


S02 


Me NMR * :3.00(3H,s) 1 3.29-3.43(3H,m) l 3.77 (1 H,d,J=1 3),4.0c>- 
!4.11(1M,m),4.35-4.42(1M,m) 


(2S, 5R) 


1-6 


S02 


Et |MS(FAB)3/6[M+!fl+ 


(2S.5R) 


1-7 


S02 


-CH2Ph jNMR d :3.23-3.38(3H,m),3.73 (1H,d,J=14),4.00- 

14.08,(1 H.m),4.28-4.34(1 H,m),4.50(2H 1 s) ( 7. 33-7.45(5! i.m) 


(2S.5R) 


1-8 


S02 


4-COOH-Ph- MS(FAB)466 [M-H]+ 


(28, 5R) 


1-9 


S02 


-CH2CI iMS(FAB) 398 [M+I fl+ 


(2S, 6R) 


1-10 


S02 


-CH=CH2 iMS(FAB) 374 [M+!fl+ 


(2S.5R) 


1-11 


S02 


Ph jMS(FAB)424[M+H)+ 


(2RS, bSR) 


1-12 


S02 


4-Me-i J h- |IVIS(rAD) 438 [M+i ij+ 


[ZKo, ooH) 


1-13 


S02 


4-F-Ph- |mS(FAB) 442 [M+! i]+ 


(2RS, 5SR) 


1-14 


S02 


4-CF3-Ph- |MS(FAB)492[M+H]+ 


(2RS, 6SR) 


1-15 


S02 


3-CF3-Ph- |MS(FAB)492[M+!fl+ 


(2RS, i>SH) 


M8 


S02 


4-CF30-PH- !MS(FAB) 508 [M+lfl+ 


(2RS, 5SR) 


1-17 


S02 


4-N02-Ph- !mS(FAB)487[M+H]+ 


(2RS, SSR) 


1-18 


S02 


4-NC-Ph- SMS(rAB) 449 [M+H]+;NM;M:0.95(3M,8,J=7), 

jl.00(3H,3,J»7), 1.05-1.13(3H l m),3.24-3.57(3H,m), 3.6*- 
3.79(1 4.20-4.45(2H,m), 7.18-7.27(2H,m), 
7.83(1 H.d,J=9), 8.00-8.15(4H,m) 


(2S.5R) 


1-19 


S02 


4-tBu-Ph- [MS(; : AB) 480 [M+!1]+ 


(2RS, 5SR) 


1-20 


S02 


4-AcNH-Ph- [MS<PAB)481 [M+ifl+ 


(2RS, 5SR) 


1-21 


S02 


p jMS(; : AB)460[M+!fl+ 

O f ! 


(2RS, 5SR) 


1-22 


S02 


i MS(PAB)475[M+H]+ 

60 1 


(2RS, 5SR) 


1-23 


S02 


^tn^ jMS(; : AB) 450 [M+H]+ 


(2RS, 5SR) 



ex. : xom*. E t : l^, t B u : 1 , 1 -*J 

*^r)VX.^)V ; Ac : 7-fef-A 
[0032] 
[H4] 



COO 33] 
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mmmn 




Ex.No. 


Q 


X 


DATA 


at* 


1-24 


/-^ 


CO 


MS(FAB) 3/9[M+8] s-;NMX <* :3.30*3.70(8H,m), 7.20-77.5(1 H,m), 
7.267.34(38,m) t 7.50-7.57(2H,m) 




1-25 


M 


CO 


MS(FAB) 392 [M+J l]+;NMR S :1 .66-2.20(28 ,m), 6 66- 
7.32(5H f m), 7.40-7.52(18,111), 7.70-7.84(18,111) 




1-26 


/sA 


S02 


MS(FAB) 438 [M+HJ+;NMR5 :1.75-1.85(2H p m}, 3.28- 
3.35(2H,m), 3.403.45(28,111). 3.61 -3.88(28 ,m), 3.72- 
3.7d(2H.m). 6.97-7.04(28.111), 7.26-7.34(28,™), 7V0-7.82(38,m) 




1-27 


-<S- 


S02 


MS(FAB) 442 [M+! fl+;NMR 8 :1.32(68,d,J=6) ? 3.06-3,1 8(28 ,m) f 
3.60-3.70(28,m), 4.07-4.20(28, m), 7.05-7. 14{28,ni), 7.33(2H,dd 1 
J=9, 9), 7.77(2H,m) ( 7.88-7.94(2H,m) 


cis 


1-28 


Me 


CO 


MS(FAB) 408 [M+8]+;NMR 8 :1 .52(68,3), 3.45-3.54(28,™), 
3.66-3.72(28^), 3.76(28,bfs), 7.05-7. 16(2H,m), 7.27(28,dd, 
J=9, 9), 7.45-7.53(2H ( m). 7.83(1 H,d,J=9) 




1-29 


Me 


S02 


MS(FAB)442 [M+8]+;NMR*:1.31(6H,s) I 3.47-3.58(4i i.m), 
3.62-3.72(2H,m), 7.12-7.18(18,m), 7.1 9-7.24(1 H f m). 7.44{2H,dd, 
J=9, 9), 7.82(18,d.J =9), 7.89-7.97(2H,m) 




1-30 




S02 


MS(FAB) 456 (M+H]+;tMMR 8 :0.71(3H,d, J=7), 1.01(3H l cU 8S 6). 
2.30-2.43(38,^1), 3.23-3.38(1 8,m), 3.55-3.63(1H,m), 3.70- 
3.78(18,171), 3.92-4.02(2H t m) l 7.13.7.25(28 t in) f 7.47(28,dd, J 
9). 7.75(18^^=9). 7,78-^.86(2H,m) 




1-31 




CO 


MS(FAB) 392 [M+8]+;NMR 6 :0.90-1 .22(38jn), 7.15k 
7.3b{48,m), 7.45-7.63(18,m), 7.86(1 8,d,J-i9) 





Ex.No.' 
1-32 



structure 




DATA 

MS(FAB) 375IM+H] :;NM:** :0.94-1.22(3H,m), 7.15- 
7.30(28^), 7.52(1 8,dd.J=0, 8), 7.8608,d,J S), 8.80- 
8.73<28,m) 



[0034] 



[me] 



(Si 6) )0 1-26 1657 (P2001-261657A) 




mm 


Rb 


DATA 


m 


2-1 


OX 


MS(FAB) 407[M+!fl+;NM:t: 6 :0.96-1.23(6H,m), 7.12- 
7.84(/H,m) 


(2S, 5R) 


2-2 




MS(FAB) 379[M+U]+;NMl*:tf :0.97-1.17{6H f m), 6.95- 
6.99(2H,m), 7.21-7.39(3H,m), 7.83(1 H,d,J=9) 


(2S, 5R) 


2-3 




MS(FAB) 444[M+! fl+;NMR: 6 :1 ,03-1 .27(6H.m), 3.80(3H,s), 
6.96-6.98(2H,m), 7.08-7.20(1H,ril), 7J26-7.31(2H,m), 7.50- 
7.53(1H,m). 7.69-/.71(2H,m) 1 7.85(1 H,d,J=9> 


(2S, 5R) 


2-4 




MS(FAB) 446[M+H]+;NMR: 6 :0.95-1 . 1 8(6H,m), 3.71 (3H,s), 
6.82-6.8u(2H,m), 7.1 5-7.25(4M,m), 7.83(1 H,d,J=9) 


(2S, 5R) 


2-6 




MS(FAB) 432[M+lfl+;NMR: 5 : 1.03- 1.28(6H i m), 7.26- 
7.49(6H,m), 7.86-7.70(1 Km), 7.85(1 H,d,J=9), 7.98- 
8.01 (1H,m) 


/op e.j\ 
(25, 5i<) . 


2-6 




MS(FAB) 420[M+HJ+;NMR: 6 :1 .03-1.23(6H,ltl), 6.90- 
7.01(1H,fn), 7.13-/.14(1H t m), 7.24-7. SQpH.m), 7.51- 
7.52(1 H,m), 7.68-A73(2H,m), 7.85(1 H,d,JB9) 


(28.5:1) 


2-7 




MS(FAB) 418 [M+Hh-;NMR: 6 :0.83-1.45(6H,m), 4.75- 
5.02(28,111), 6.90-7.32(7H,m), 7.83-7.86(1 H,m) 


(2S,5!l) 


2-3 




MSfFAB* 432 rM+HH NMR- 8 0 99-1 2616H m> 8 91- 
6.94(3H,m), 7.23-7.30(4H,m), 7.84(1 H,d,J=9) 


RS, 5il) 


2-9 




MSfFAB^ 444 tM+HH'NMR' 6 '0 99-1 30f6H m) 7 24- 
7.29<2H,m), 7.b2-/\56(2H,m), 7.63-7.66(18,171), 
7.85(1 H,d,J=9), 7.9W.01(2H,in) 


(2S, 5; I) 


2-10 




MS(FAB)403[M*H1+ 


(2S, 6rt) 
— 


dri 1 




MS(FAB) 432 [M+HJ+ 


(2RS, 5Srt) 


2-12 




MS(FAB)436[M+H]+ 


(2RS, 5Si*) 


I 2-13 


4-Me-Ph- 


MS(FAB) 416[M+H]+ 


(2RS, 5SH) 


2-14 




MS(FAB)470 [M+H]+ 


(2R3, 5Si*) 


2-15 


Me 


MS(FAB)416[M+H]+ 


PRS, 5SJ*) 


2-16 




MS(FAB)432[M+H]+ 


p.R3, 5SU) 


2-17 




MS(FAB)456[M+H]+ 


p.RS, 5Stf) 



[0035] [JI7] 




7) )0 1-26 1657 (P2001-261657A) 



Ex.No. 


Rb 


DATA 


m 


2-18 




MS(i"AB)403 [M>H]+ 


(2RS, 5SR) 


2*19 


JO 


MS(i : AB)408 [MMH]+ 


(2RS, SSR) 


2-20 


Ph 


MS(PAB) 478 [M>H]+;NMR(CDC13): 5 :3.60- 

3.75(2H I m) l 4.12-4.43(2H i m),4.84H4.74(0.5H,m) i 7.20- 

7.32(2H,m) 


(2RS. 5SR) 


2-21 




MS(FAB)422 [M+H]+ 


(28, 5R) 


2-22 




MS<i'AB) 509 [M *I]+;NMR(CDCI3): 6 :1 .05-1.36(6H,m) f 
1.45(9M,S) 


(2S, 5R) 


2-23 




MS(FAB)423 [M>H]+ 


(2S, 5R) 


CF 3v. \* 9 

nch D hi O Rb 


Ex.No. 


Rb 


DATA 


mm 


3 




MS(FAH) 433[M+H]+ 


(2S, 5R) 


4-1 




MS(FAa)425[M+H]+ 


(2RS, 6SR) 

-as* 


4-2 




MS(FA:})438 [M+lfl+ 


(2RS, 6SR) 

-SB* 



CF 3V 

NC^Q-Q-X-^Q-F 



Ex.No. 


Q 


X 


DATA 


5-1 




CO 


MS (FAB) 392[M+m+;NMR:*:1.8-2.0(4H,rn), 3.1-3.8(4H,m). 5.0- 
5.4(2H,m) 


5-2 




S02 


MS(FAB) 428 [M+H] s-;NMU: d ;1.Q3(3H,s), 1 .OStfH.s). 3.34{2H,s), 
3.58{2H ( s) i 8.93-6.99(1 H ( m) f 7.01-/.08(1H,m) f /.4G(2H,dd,J=9,9), 
7.88(1 H, d.Jeg), 8.02-8.10(2H l m) 




[00 36] 



[*81 



(&8)>01-261657 (P2001-261657A) 



mm 




Ex.No. 


X 


R 


,\ATA 

OATA 


at 


6 


CO 




MS(FAB)409[M+H]+ 


(2S.SR) 
-*3BS 


7 


CO 




MS(FAB)517[M+H]+ 


(2S.5R) 


8 


CO 


x n Vn 


MS(FAB) 514[M+H]+ 


(2S.5R) 

-ttwa 


9 


CO 




MS (FAB) 4521M+H]+ 


(2S.5R) 


10 


S02 




MS(FAB) 496[M+H1+;NMR: 6 :NMR(CD03): 
^:1.03{3H,d,J=7) l 1.19(3H l d i J«7), 1.42(3H,s), 
4.42(2H,q,J=7), 7.8/-7.95BH,m), 8.16-8.34^,111) 


(2S.SR) 


11 


S02 


-Q 


NMR(CDC13): 6 :109(3H,d,J=7), 1.20(3H,d I J=7), 
7.49-7.57<1H,m), 8.10-8.18(1H,m) t 8.81-8.38(1 H,m), 
9.03-9.09(1H,m) 


(2S.5R) 



1£&, R3. RMi, R 3 ' ■ R 4 't>#J6TE«gL-C^I.. 
[0037] 
[H9] 

Rl R ScU 



No. 


R 1 






r 2 i * 3 


R 4 


k 


n 


X 




1 


3-CF3 


CH 


CH 


4-N02 [2-Me 

i ! 


5-Me 


2 


1 


CO 




2 


3-CF3 


CH 


CH 


4-N02l2-Me 

i 

i 


5-Me 


2 


1 


CO 




3 


3-OMe 


CH 


CH 


| I — , 

4-CN f2-Me 

\ 

! I 


5-Me 


2 


1 


CO 





[0038] 



1*10] 



# • 

(a 9) )0 1-26 1 657 (P2001-261657A) 



No. 


R 1 






R 2 


R 3 


R 4 


k 


n 


X 


R 


A 
*r 




CH 




4-CN 


2-Me 


5-Me 


2 


1 


CO 


V/v / = \ 


5 


3-Me 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 


C" 


6 


3-Me 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 


\J 


7 


3-:*r 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




8 


3-sJr 


CH 


CH 


4-N02 


2-Me 


5-Me 


2 


1 


CO 




g 


3-i : 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




10 


3-i : 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




11 




CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




12 


3-S-iPr 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




13 


3-CI 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




14 


3-CI 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




15 


3-CI 


CH 


CH 


4-CN 


2-Me 




2 


1 


CO 


— o 


16 


3-CI 


CH 


CH 


4-CN 


2-Me 


- 


2 


1 


CO 


* — II 


17 


3-CI 


CH 


CH 


4-CN 


2-:=t 


- 


2 


1 


CO 




18 


3-CI 


CH 


CH 


4-CN 


2-Me 


5-Mo 


2 


1 


CO 




19 


3-CI 


CH 


CH 


4-CN 


2-Me 


5-Mo 


2 


1 


CO 




20 


3-CI 


CH 

i 

t 


CH 


4-CN 


2-Me 

| 


5-Mo 

i 

i 


2 


i 1 

i 

i 


CO 





[0039] [Sill 



• 

(£0) 



)0 1-2 



6 1 657 (P200 1-2 



6 1 657A) 



No. 










R 3 


R 4 


k 


n 


X 


R 


21 


3-CI 


CM 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




22 


3-a 


CM 


CH 


4-CN 


2-Me 


5-Ms 


2 


1 


SQ2 




23 


3-ci 


CM 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


S02 


VTA-/ 


24 


3_CI 


CM 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


S02 


vvvs 

W 














0"IVIB 


o 


1 
i 


S02 




Oft 






on 




9-Ma 


\y— IVIO 


2 




CO 




27 


3-CF3 


CM 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




28 


3-CF3 


CM 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 


\J 






Lrll 








5-Me 




1 


CO 




30 


o-Cro 


L/il 


un 




*-ivie 


0*MB 




1 
i 




tfr 


31 


3-CF3 


CM 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




32 


3-CF3 


CM 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 






3-CF3 


CM 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




34 


3-CF3 


CM 


CH 


4CN 


2-Me 


5-Me 


2 


1 


CO 


pi 


35 


3-CF3 


CM 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




36 


3-CF3 


CM 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




37 


3-CF3 


CM 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




38 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




39 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 


0 



[0040] 



tai 2] 



«2 1))01-261657 (P2001-261657A) 



No. 


U 1 


Z\ 




R 2 


. 1 
R 


R 4 


k 


n 


X 




40 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




41 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




42 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 


M 


43 


3-CF3 


CH 


CM 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




44 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




45 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




46 


3-CF3 


CH 


CH 


4-CN 


2-Mb 


5-Me 


2 


1 


CO 




47 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




48 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 


Mo 


49 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




50 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 


AO 

N 
H 


51 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 


XX? 


52 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 


^O-o — 


53 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




54 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




55 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




56 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




57 


3-CF3 


CM 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




58 


3-CF3 


CH 


CM 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




59 


3-CF3 


CM 


CM 


4-CN 


2-Me 


5-Me 

i 


2 


1 


CO 





[004 1 ] 



[*13] 



# 



(£2))01-261657 (P2001-261657A) 



No. 


R 


z 1 




R 


R g 


—4 

R* 


k 


n 


X 




60 


3-CF3 


CM 


CH 


4-CN 


2-Me 


S-Me 


2 


1 


S02 




61 


3-CF3 


CM 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


S02 




62 


3-CF3 


CM 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


S02 




63 


3-CF3 


CM 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


S02 




64 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 




1 


SO? 


0 


66 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 


^ — H 


66 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 


-C(=0)-Me 


67 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 


•C(=OHPr 


G8 


3-CF3 


CH 


CH 


4-CN 


2-Mo 


5-Me 


2 


1 


CO 


-C(=0)-Ph 


89 


3^F3 


CH 


CH 


4-CN 


2-Mo 


5-Me 


2 


1 


CO 


-C(=0)CH^-: , h 


^0 


3-CF3 


CH 


CH 


4-CN 


2-Ma 


5-Me 


2 


1 


CO 




n 


3-CF3 


CH 


CM 


4-CN 


?-Mq 


5-Me 


2 


1 


CO 




72 


3-CF3 


CH 


CM 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




73 


3-CF3 


CH 


CM 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




74 






pu 

vn 








o 


A 
\ 


\AJ 




75 


3-Ci : 3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 


-C( =0)-CH2Br 


76 


3-Ci : 3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 


YV" 

o Mo 


77 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




78 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Mo 


2 


1 


CO 


Ac 


79 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Mo 


2 


1 


CO 


Ax 


80 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Mo 


2 


1 


CO 


JtjO 

H 


81 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 


-CH2COOEt 



[0042] 



[*14] 



• m 

(C3> )01-261657 (P2001-261657A) 



No. 


R 1 




4? 


R 2 


R 3 


R 4 


k 


n 


X 


R 


82 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




83 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




84 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




85 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




86 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




87 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 


>Js> 


88 


3CF3 


CH 


CH 


4-CN 




3-Me 


2 


1 


CO 




89 


3-CF3 


CH 


CH 


4-CN 




3-Me 


2 


1 


CO 


H 






L»n 


UM 




9 ii a 


o-me 


z 


A 

1 






91 


3-CF3 


CH 


CH 


4-CN 




3-Me 


2 


1 


CO 




92 


3-CF3 


CH 


CH 


4-CN 




3-Me 


2 


1 


CO 




93 


3-CF3 


CH 


CH 


4-CN 


5-Ma 


5-Me 


2 


1 


CO 




V* 


3- 

Q(CH2)2 
OMe 


ru 




A fM 


t ivrj 




o 


I 


no 




yt> 




un 


on 




Z-MO 


CIIa 

o-iwie 


9 


A 

I 




















o 


1 




0 V 


97 




CH 


N 


4-CN 


2-Mo 


5-Me 


2 


1 


CO 


0 


98 


3-Me 


N 


CH 


4-CN 


2-Mo 


5-Me 


2 


1 


CO 


-no 


99 


3-CN 


CH 


a* j 


4-CN , 






1 


1 


502, 




100 


3-CN 


CH 


CH 


4-CN 


2-Me 


4,4-diMe 


1 


1 


S02 




101 


3-CN 


CH 


CH 


4-CN 


2-Me 


4,4-diMe 


1 


1 


CO 




102 


3-S02NH2 


CH 


CH 


4-CN 


2-Me 


5-Mo 


2 


1 


CO 





C0043] 



m # 

(&4))01-261657 (P2001-261657A) 



No. 


R 1 






R 2 


R 3 


R 4 


k 


n 


X 


u 


103 


3-C02MC 


CH 


CH 


4-N02 


2-Me 


5-Me 


2 


1 


CO 




104 


3-CF3 


CH 


CH 


4-CN 


2-Me 


2-Me 


2 


1 


CO 




105 


3-CF3 


CH 


CH 


4-CN 


2-Me 


2-Me 


2 


1 


CO 




108 


3-CP3 


CM 


CM 


4-CN 


Z-M6 


z-Me 


2 


■4 
1 






107 


3-CF3 


CH 


CH 


4-CN 


2-Me 


2-Me 


2 


1 


S02 




108 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




109 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 


to 


110 


3-CF3 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




111 




CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




112 




CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 


-co 


113 


He 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


S02 


XQ 


114 




CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 




115 




CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


CO 


lie Jfe 


116 


n /-\ 

3— N 0 

W 


CH 


CH 


4-CN 


2-Me 


5-Me 


2 


1 


S02 




117 


3-CF3 


CH 


CH 


4-CN 


2-Me 


3-Me 


2 


1 


CO 




118 


3-CF3 


CH 


CH 


4-CN 


2-Me 


3-Me 


2 


1 


S02 




119 


3-CF3 


CH 


CH 


4-CN 


2-Me 


3-Me 


2 


1 


$02 




120 


3-CF3 


CH 


CH 


4-CN 


3-Me 


3-Me 


2 


1 


CO 




121 


3-CF3 


CH 


CH 


4-CN 


3-Me 




2 


1 


CO 




122 


3-CF3 


CH 


CH 


4-CN 


3-Me 




2 


1 


CO 


r<7" 



[00443 



[*16] 



# 



(G 5) 101-261657 (P2001-261657A) 



No. 


R 1 




Za 1 


R 2 


R 3 


;l 4 


k 


n 


X 


R 


123 


3-CF3 


CH 


CH 


4-CN 


2,2-diMe 


5,5-diMe 


2 


1 


S02 


Tl 


124 


3-CF3 


CH 


CH 


4-CN 


2,2-diMe 


5,5-dlMe 


2 


1 


CO 


v. ^ 

M 


125 


3-CF3 


CH 


CH 


4-CN 


2,2-dlMe 


5,5-diMe 


2 


1 


CO 




126 


3-CF3 


CH 


CH 


4-CN 


2,2-diMe 


5-Ma 


2 


1 


CO 




12/ 


3-CF3 


CH 


CH 


4-CN 


2,2-diMe 


5-Me 


2 


1 


CO 


N 


128 


3-CF3 


CH 


CH 


4-CN 


2,241Ma 


5-Ma 


2 


1 


CO 


fr"' 

% 

M 


129 


3-CF3 


CH 


CH 


4-CN 


2,2-diMe 


5-Me 


2 


1 


S02 




130 


3-CF3 


CH 


CH 


4-CN 


2,2-diMe 


5-Me 


2 


1 


S02 




131 


3-CF3 


CH 


CH 


4-CN 


2-Me 


3-Me 


2 


1 


S02 


-go 


132 


3-CF3 


CH 


CH 


4CN 


2-Me 


3-Me 


2 


1 


CO 


N 


133 


3-CF3 


CH 


CH 


4-CN 


2-Me 


3-Me 


2 


1 


CO 




134 


3-CF3 


CH 


CH 


4-CN 


2-Me 


3-Me 


2 


1 


CO 




135 


3-CF3 


CH 


CH 


4CN 


2-Me 


3-Me 


2 


1 


CO 




136 


3-CF3 


CH 


CH 


4-CN 


2-Me 


3-Me 


2 


1 


CO 


N Me 


13/ 


3-CF3 


CH 


CH 


4CN 


2-Me 


3-Me 


2 


1 


CO 


■"(X. 


138 


3-CF3 


CH 


CH 


4-CN 


2-Me 


3-Me 


2 


1 


CO 


H 


139 


3-CF3 


CH 


CH 


4-CN 


2-Me 


3 Me 


2 


1 


CO 


-CH2S02NH-Ph 


140 


3-CF3 


CH 


CH 


4-CN 


2-Me 


3-Me 


2 


1 


SO 


4-Me-Ph- 



[0045] *HBM^!lO*ffltt{i, TlS^g^^S 

afirF i t^sv4o u * -ae^3cS 



LftSSL. «*fi{CGENETICIN (SflMff) (**-?-fi/ 
y)*««K500//g/iifc*6J:o(clinifc. fti£ia 

tsae)a^mBt]Rf#t7t(cH(VMMTv$^«K«if*), ± 

Efc H*C LTSV40V*-*Hifis?3^*«»tt£ 
? b Lfc(CH0/SV40Sffi»WlE«*) . 



* 



OiFfI (antagonist^) 

CHO/MMTV^®^®!!g}ifrWfcJ:^CHO/SV40S^M!|e 

t:i x 10* mm . 6^mmzmT (mm.o. 3nM> t m 

toifflfaZMfrl, 0.47diM )V : y7 x.')V^ts)Vi/7 

-t-imx&muzi ^mtiit^y x 7— m-m 
t us. 

m DHTtcj: mmzti&wfmizmmmmt ix 

I ' :0. 3nM m<7)frm\\Ltz*m£<?>(VmV>V^7 x 
fStt) / <SV40;l^ 7 x 5 — fe'vStt) 
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(51)Int. CI.' 

A6 1K 31/551 
A6 1P 13/08 
35/00 
43/00 
C 0 7 D 233/02 
243/08 

295/18 
401/06 
401/12 
403/06 
403/10 
403/12 
403/14 
405/06 
405/12 
409/06 



1 1 1 

507 
508 



F I 

A6 1K 31/551 
A6 1P 13/08 
35/00 
43/00 
C 0 7 D 233/02 
243/08 

295/18 
401/06 
401/12 
403/06 
403/10 
403/12 
403/14 
405/06 
405/12 
409/06 



(##) 



1 1 1 

507 
508 



mmm; m ma: 
(72) ma % 



(72) wm mm % 

F?-A(##) 4C063 AA01 AA03 BB04 BB08 CC34 
CC36 CC41 CC54 CC64 CC73 
CC78 CC82 CC92 CC95 DD06 
DD12 DD14 DD15 DD23 DD29 
DD34 EE01 
4C086 AA01 AA03 BC50 BC51 BC53 
BC54 BC60 BC62 BC73 BC88 
GA02 GA08 GA09 GA10 GA12 
MA01 MA04 NA14 ZA81 ZB26 
ZC10 
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DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Field of the Invention] This invention relates to physic at physic, a new cyanophenyl derivative especially 

useful as an anti-androgen medicine, and its salt list. 

[0002] 

[Description of the Prior Art] The androgen which is a kind of steroid hormone is secreted from a testis or the 
adrenal cortex, and causes a male sex hormone operation. The androgen is incorporated in a target cell, and acts 
on an androgen receptor, and this acceptor that the androgen combined forms a dimer. Subsequently, this dimer 
combines with the androgen-response-element on DNA, composition of m-RNA is promoted, and in the living 
body and various operations are made to discover by guiding the protein which manages an androgen operation 
(Prostate SuppL, 6 and 1996, 45-51, Trends in Endocrinology and Metabolism, 1998, 9 (8), 317-324). . 
[0003] A prostatic cancer, prostatomegaly, masculinism, a virilism, the baldness, the aerie, the seborrhea, etc. 
are mentioned to the disease from which the androgen serves as an exacerbation factor! Therefore, the: antir ■„' 
androgen agent is used for the therapy of the disease in which these androgen participates. The compound < \\ 
which Has the steroid frame of substrate resemblance as an anti-androgen agent used by the current clinical one, 
and the compound which has a non-steroid frame are known. Although KURORU serious non acetate etc! is 
known as the former, since these compounds do not have enough operation separation with other steroids of. . ! * 
structure resemblance, fluctuation of the hormone level in blood is caused and producing, serious side effects, 
such as a fall of libido, is known (Jpn.J.Clin.Oncol., 1993, 23 (3), 178-185). As a compound which has a non- 
steroid frame on the other hand, although acyl anilide derivatives, such as flutamide (Provisional Publication 
No. 49-81332) and bicalutamide (GB 8221421 and WO 95/19770), are well-known, these do not have an 
enough anti-androgen operation. Therefore, in the therapy of a prostatic cancer, a combination therapy with LH- 
RH agonist is common (Nipponrinsho, 1998, 56 (8), 2124-2128). As a compound which has a piperazino 
cyanophenyl frame The matter with which the matter which has oxytocin and vasopressin acceptor antagonism 
in ** WO 95/25443 shows 5HT receptor antagonism to WO 96/No. 02525 to DE 4234295 as a biotaxis 
inhibitor WO 97/2245 is attained to WO98/00402 as manufacture intermediate field of a cell adhesion inhibitor. 
Although the matter which has an anticancer operation is indicated by WO 98/21648, about the anti-androgen 
operation, neither indication nor suggestion is carried out at all. 
[0004] 

[Problem(s) to be Solved by the Invention] The purpose of this invention is related with physic at physic, a new 

cyanophenyl derivative especially useful as an anti-androgen medicine, and its salt list. 

[0005] 

[Means for Solving the Problem] When this invention persons inquired wholeheartedly so that they may solve 
the above-mentioned trouble which accompanies the existing anti-androgen agent, they came to complete 
header this invention for having the anti-androgen operation with the strong new cyanophenyl derivative which 
permutation carbamoyl or a permutation sulfamoyl group combined also unexpectedly, and having good oral 
activity. That is, this invention relates to the cyanophenyl derivative shown by the following general formula 
(I), or its salt. 
[0006] 
[Formula 2] 




(The notation in a formula shows following semantics.) 

Rl, R2 : The same or — differing — hydrogen atom, halogen atom, cyano , halogeno low-grade alkyl, 
nitroglycerine, carboxyl, low-grade alkyl, and R6-A-, R7-S(0) r-, low-grade alkyl-C(=0)- or the low-grade 
alkyl-0-C(=0)-radical R3, R3', R4, and R4 1 : - the same - or it is carbamoyl group and low-grade alkyl-C(=0)- 
or the low-grade alkyl-0-C(=0)-radical which is different and may be permuted by the hydrogen atom, the low 
grade alkyl group, 1, or two low-grade alkyl groups ~ R3, R3\ R4, or R4 1 two nitrogen atoms It combines with 
the same or a different carbon atom of the arbitration on the included saturation ring. 

R5 : even if it has a hydrogen atom, halogeno low-grade alkyl, and a substituent Even if it has good aryl-low- 
grade alkyl-O- and a substituent Even if it has 1, the carbamoyl which may be carried out 2 ****s or the aryl 
which may have the substituent, the heterocycle which may have the substituent, and a substituent by good 
heterocycle-low-grade alkyl-O-, carboxyl, and low-grade alkyl-0-C(=0)- and the low-grade alkyl group A 
good cycloalkyl radical, or N(R8) R9-low-grade alkyl-0-R6: ~ a hydrogen atom, halogeno low-grade alkyl, 
aryl, heterocycle, or N (RIO) - you may permute by Rl 1, OH, or low-grade alkyl-O- low-grade - an alkyl 
R7:hydrogen atom, low-grade alkyl, aryl, and heterocycle - Are united with the same or nitrogen atom with 
which a hydrogen atom, low-grade alkyl, aryl or heterocycle however R8, R9 and RIO, and Rl 1, R12 and R13 
adjoin by differing. OrN(R12) R13-R8, R9, RIO, Rll, R12, R13 : other hetero atoms The nitrogen-containing 
heterocycle which may have and may have the substituent can be formied. . . n : . 1 : c 

A: An oxygen atom or -NR14-R which may have the hydrogen atom and the 1 V; o;-'Nk1 

substituent,, aryl, heterocycle, however R14 and R<5 can form the nitrogen-containing heterocycle which may \ 
have other hetero atoms united with the adj oining nitrogen atom, and may have the substituent. ; ^ : : v ■ " 
Alkl or Alk2: ~ the same : or, 'even if it differs" and has branching Even if it is good knd has the substituentc - 
Good low-grade aikylene, 5 low-^ade ARUKEMMN,^ low-grade alkyiiylene k and n : The same If differs! 1 
Or 2 or 3p and q: - the samer- 6r it differs, and it is p+'q<=l when 0, lm:l, or 2r:0,^ 1, or 2 X:S (O) m, tG(=0)- 
or -C(=S)-Y:association, oxygen atom, siiifur atom, and -SO-, -S(0)2- or a -NR15-radical, however Y are 
association. In addition, q is p andO, and when Y is association, at least one of R3, R3 f , R4, and the R4 f shows 
radicals other than a hydrogen atom. 

R15: — the low-grade alkyl, the aryl Zl, or Z2: which may have the low-grade alkyl which may have the 
hydrogen atom and the substituent, aryl, -C(=0)-R16 or the -C(=0)-0-R16R16:hydrogen atom, and the 
substituent ~ the same - or - differing - CH or a nitrogen atom 

Furthermore, this invention relates to the physic which makes an active principle the cyanophenyl derivative 
shown by the above-mentioned general formula, or its salt permitted pharmaceutically. Furthermore, it is the 
therapy agent of the disease from which the androgen which makes an active principle preferably the 
cyanophenyl derivative shown by the general formula (I) or its salt permitted pharmaceutically serves as an 
exacerbation factor, and they are a prostatic cancer, prostatomegaly, masculinism, a virilism, the baldness, the 
acne, and the seborrhea as a disease from which the androgen serves as an exacerbation factor. It is a physic 
constituent for the therapy of the prostatic cancer which makes an active principle most preferably the 
cyanophenyl derivative shown by the general formula (I), or its salt permitted pharmaceutically, and 
prostatomegaly. 
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TECHNICAL FIELD 



[Field of the Invention] This invention relates to physic at physic, a new cyanophenyl derivative especially 
useful as an anti-androgen medicine, and its salt list. 



[Translation done.] 
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PRIOR ART 



[Description of the Prior Art] The androgen which is a kind of steroid hormone is secreted from a testis or the 
adrenal cortex, and causes a male sex hormone operation. The androgen is incorporated in a target cell, and acts 
on an androgen receptor, and this acceptor that the androgen combined forms a dimer. Subsequently, this dimer 
combines with the androgen-response-element on DNA, composition of m-RNA is promoted, and in the living 
body and various operations are made to discover by guiding the protein which manages an androgen operation 
(Prostate Suppl., 6 and 1996, 45-51, Trends in Endocrinology and Metabolism, 1998, 9 (8), 317-324). 
[0003] A prostatic cancer, prostatomegaly, masculinism, a virilism, the baldness, the acne, the seborrhea, etc. 
are mentioned to the disease from which the androgen serves as an exacerbation factor. Therefore, the anti- 
androgen agent is used for the therapy of the disease in which these androgen participates. The compound 
which has the steroid frame of substrate resemblance as an anti-androgen agent used by the current clinical one, 
and the compound which has a non-steroid frame are known. Although KURORU serious non acetate etc: is . 
known as the former, since these compounds do not have enough operation separation with other steroids of ■■< 
structure resemblance, fluctuation of the hormone level in blood is caused and producing serious side bffecfs, 'I * 
such as a fall of libido, is known (Jpn.J.Clin.Oncol., 1993, 23 (3), 178-185). As a compound which has a non^ : 
steroid frame on the other. hand, although acyl anilide derivatives, such as flutamide (Provisional Publication > 
No. 49-81332) and bicalutamide (GB 8221421 and WO 95/19770), are well-known, these do not have ah : : t : : .>>> 
enough anti-androgen operation. Therefore, in the therapy of a prostatic cancer, a combination therapy, with 
RH agonist is common (Nipponrinsho, 1998, 56 (8), 2124-2128). As a compound which has a piperazino 
cyanophenyl frame The matter with which the matter which has oxytocin and vasopressin acceptor antagonism 
in ** WO 95/25443 shows 5HT receptor antagonism to WO 96/No. 02525 to DE 4234295 as a biotaxis 
inhibitor WO 97/2245 is attained to WO98/00402 as manufacture intermediate field of a cell adhesion inhibitor. 
Although the matter which has an anticancer operation is indicated by WO 98/21648, about the anti-androgen 
operation, neither indication nor suggestion is carried out at all. 
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EFFECT OF THE INVENTION 



[Effect of the Invention] this invention compound has little effect of the sex hormone on [ in blood ], and it is 
the useful compound which can expect to become a powerful anti-androgen agent. Therefore, this invention 
compound is useful as the therapy of a prostatic cancer, prostatomegaly, masculinism, a virilism, the baldness, 
the acne, the seborrhea, etc., or preventive. 



[Translation done.] 
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TECHNICAL PROBLEM 



[Problem(s) to be Solved by the Invention] The purpose of this invention is related with physic at physic, a new 
cyanophenyl derivative especially useful as an anti-androgen medicine, and its salt list. 



[Translation done.] 
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[Means for Solving the Problem] When this invention persons inquired wholeheartedly so that they may solve 
the above-mentioned trouble which accompanies the existing anti-androgen agent, they came to complete 
header this invention for having the anti-androgen operation with the strong new cyanophenyl derivative which 
permutation carbamoyl or a permutation sulfamoyl group combined also unexpectedly, and having good oral 
activity. That is, this invention relates to the cyanophenyl derivative shown by the following general formula 
(I), or its salt. 
[0006] 
[Formula 2] 



(The notation in a formula shows following semantics.) 

Rl, R2 : The same or differing — hydrogen atom, halogen atom, cyano , halogeno low-grade alkyl, 
nitroglycerine, carboxyl, low-grade alkyl, and R6-A-, R7-S(0) r-, low-grade alkyl-C(K))- or the low-grade 
alkyl-0-C(=0)-radical R3, R3\ R4, and R4': - the same - or it is carbamoyl group and low-grade alkyl-C(=0)- 
or the low-grade alkyl-0-C(=0)-radical which is different and may be permuted by the hydrogen atom, the low- 
grade alkyl group, 1, or two low-grade alkyl groups - R3, R3 ! , R4, or R4 f two nitrogen atoms It combines with 
the same or a different carbon atom of the arbitration on the included saturation ring. 

R5 : even if it has a hydrogen atom, halogeno low-grade alkyl, and a substituent Even if it has good aryl-low- 
grade alkyl-O- and a substituent Even if it has 1, the carbamoyl which may be carried out 2 ****s or the aryl 
which may have the substituent, the heterocycle which may have the substituent, and a substituent by good 
heterocycle-low-grade alkyl-O-, carboxyl, and low-grade alkyl-0-C(=0)- and the low-grade alkyl group A 
good cycloalkyl radical, or N(R8) R9-low-grade alkyl-0-R6: ~ a hydrogen atom, halogeno low-grade alkyl, 
aryl, heterocycle, or N (RIO) — you may permute by Rl 1, OH, or low-grade alkyl-O- low-grade — an alkyl 
R7:hydrogen atom, low-grade alkyl, aryl, and heterocycle - Are united with the same or nitrogen atom with 
which a hydrogen atom, low-grade alkyl, aryl or heterocycle however R8, R9 and RIO, and Rl 1, R12 and R13 
adjoin by differing. Or N(R12) R13-R8, R9, RIO, Rl 1, R12, R13 : other hetero atoms The nitrogen-containing 
heterocycle which may have and may have the substituent can be formed. 

A: An oxygen atom or -NR14-R14 : the low-grade alkyl which may have the hydrogen atom and the 
substituent, aryl, heterocycle, however R14 and R6 can form the nitrogen-containing heterocycle which may 
have other hetero atoms united with the adjoining nitrogen atom, and may have the substituent. 
Alkl or Alk2: - the same - or, even if it differs and has branching Even if it is good and has the substituent 
Good low-grade alkylene, low-grade ARUKENIREN, Or low-grade alkynylene k and n : The same It differs. 1 
Or 2 or 3p and q: - the same - or it differs, and it is p+q<=l when 0, lm:l, or 2r:0, 1, or 2 X:S (O) m, -C(=0)- 
or -C(=S)-Y:association, oxygen atom, sulfur atom, and -SO-, -S(0)2- or a -NR 15 -radical, however Y are 
association. In addition, q is p andO, and when Y is association, at least one of R3, R3', R4, and the R4 f shows 
radicals other than a hydrogen atom. 

R15: - the low-grade alkyl, the aryl Zl, or Z2: which may have the low-grade alkyl which may have the 
hydrogen atom and the substituent, aryl, -C(=0)-R16 or the -C(=0)-0-R16R16:hydrogen atom, and the 



MEANS 




BEST AVAILABLE CO^t 



substituent -- the same - or — dif^^ig - CH or a nitrogen atom 
Furthermore, this invention relates to the physic which makes an active principle the cyanophenyl derivative 
shown by the above-mentioned general formula, or its salt permitted pharmaceutical^. Furthermore, it is the 
therapy agent of the disease from which the androgen which makes an active principle preferably the 
cyanophenyl derivative shown by the general formula (I) or its salt permitted pharmaceutical^ serves as an 
exacerbation factor, and they are a prostatic cancer, prostatomegaly, masculinism, a virilism, the baldness, the 
acne, and the seborrhea as a disease from which the androgen serves as an exacerbation factor. It is a physic 
constituent for the therapy of the prostatic cancer which makes an active principle most preferably the 
cyanophenyl derivative shown by the general formula (I), or its salt permitted pharmaceutical^, and 
prostatomegaly. 
[0007] 

[Embodiment of the Invention] It is as follows when the compound shown by the general formula (I) is 
explained further. In the definition of the general formula of this specification, especially the vocabulary that 
"low-grade" Becomes unless it refuses means the straight chain whose carbon numbers are 1 thru/or six pieces, 
or the chain of the letter of branching, the aryl which may have the substituent it may pass and the terrorism 
ring or the cycloalkyl radical may have 1 thru/or three substituents on the ring. Although a substituent means 
the usual substituent commonly used in the field concerned of the radical permuted Even if it permutes by OH 
Good low-grade alkyl, OH, low-grade alkyl-O-CO-, low-grade alkyl-O-, and low-grade alkyl-O-low-grade 
alkyl and low-grade alkyl-O-low-grade alkyl-O-, low-grade alkyl-S-, low-grade alkyl-S(=0)-, low-grade alkyl - 
S (O) 2-, low-grade alkyl-C (=0)-, low-grade alkyl-C (O)-O-, low-grade alkyl-CO-NH-, halogeno low-grade 
alkyl, and halogeno low-grade alkyl-O-, halogeno low-grade alkyl-O-low-grade alkyl -, cycloalkyl [ with a 
good permutation ], cycloalkyl-low-grade alkyl [ with a good permutation ] -, halogen atom, and cyano , - N02 
and NH2 - Even if it permutes by oxo-, carboxyl and low-grade alkyl Even if it permutes by low-grade alkyl- 
0-, 1, two low-grade alkyls, low-grade alkyl-C(=0)-, or low-grade alkyl-0-C(=0)- : permuted by good 
carbamoyl, monochrome or JI low-grade alkylamino, monochrome, or JI low-grade alkylamino Goodamino, 
amino-O-, 1 Or even if it permutes by two low-grade alkyls Good sulfamoyl, aryl with a good permutation, ' ; 
aryl-low-grade alkyl with a good permutation, aryl-low-grade alkyl-0[ with a good permutation ]-,;aiyl-0-.with. 
a good permutation, aryl-S- with a good permutation; permutation good aryl-CO-, aryl-SO- with, a good »: 
permutation, aryl^S02- with a good permutation, Aryl-CO-NH- with a good permutation, aryl-S02-NH- with a : 
good permutation, heterocycle with a good permutation, heterocycle-0[ with a good permutation ]-;^ 
heterocycle-S- with a good permutation, heterocycle-CO- with a good permutation, heterocycle-SO- with a 
good permutation, heterocycle-S02- with a good permutation, Heterocycle-low-grade alkyl - with a good 
permutation, Heterocycle-low-grade alkyl-O-low-grade alkyl [ with good heterocycle-CO-NH- with a good 
permutation, heterocycle-S02-NH- with a good permutation, heterocycle-low-grade alkyl-O- with a good 
permutation, heterocycle-low-grade alkyl-CO- with a good permutation, and permutation ] - etc. is mentioned. 
Preferably Halogen atom, low-grade alkyl, and low-grade alkyl-O-, low-grade alkyl-C(=0)-, low-grade alkyl- 
O-C(O)-, low-grade alkyl-S-, low-grade alkyl-S(=0)-, low-grade alkyl-S(0)2-, low-grade alkyl-O-low-grade 
alkyl-O-, cyano Nitroglycerine, oxo-(=0), 
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OPERATION 
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(antagonist operation) 

The nature transformer cell of a CHO/MMTV stable form, and CHO / nature transformer cell of an SV40 stable 
form were scattered on 1x104 RUMINO plates for 96well cell cultures, respectively, and this invention 
compound was added to DHT (last concentration 0.3nM) arid coincidence 6-8 hours after. It is 1% 18 hours 
after compound addition. Triton-X and 10% 20micro of solutions 1 containing glycerol is added, a cell is 
melted, and it is 0.47mM. lOOmicro of luciferase substrate liquid 1 containing luciferin is added, the amount of 
luminescence is measured using RUMINO meter, and he is Homo sapiens about these. It considered as the 
activity of the luciferase obtained by the MMTV-LTR imprint activation and the nonspecific SV40 promotor 
imprint activation by the androgen receptor. Imprint activation depressant action with this invention compound 
was computed by the following formulas as a rate of inhibition to the transcriptional activity guided by 0.3nM 
DHT. 

The rate of inhibition (%) =100 (r-X')/(F - B) I':0.3nM B:(MMtV ; luciferase activity);/ (SV40 luciferase : l 
activity) X* with which it is not dealt [ (MMTV luciferase activity) / (SV40 luciferase activity) ] at the time of 
adding only DHT : this invention compound and 0.3nM DHT IC50 was calculated from the concentration of 
this invention compound with which the rate of inhibition computed by the (MMTV luciferase activity) / (SV40 
luciferase activity) the ,above-mentioned approach at the time of adding to coincidence becomes 50%. 
,[0046] 2. Rat The venter prostate gland was extracted from tHe 20-weeks old male Wistar rat 24 hours after [ of 
the evaluation (1) rat prostate gland cytoplasm .fractionation of the avidity to an androgen receptor ] preparation 
testis extraction. At-long-intervals alignment separation of the supernatant liquid was carried out for 
223,000xgx 60 minutes at the pan after homogenization and 800xgx 20-minute alignment separation at long 
intervals, supernatant liquid was collected, and cytoplasm fractionation was obtained. 

(2) It is a rat about what prepared [ ml ] the cytoplasm fractionation obtained by measurement (1) of the specific 
binding of 3H-MIBORERON to a prostate gland cytoplasm androgen receptor in lmg /by protein 
concentration. It considered as the androgen receptor solution. Rat They are 3H-MIBORERON and 
triamcinolone in 400micro of androgen receptor solutions 1. In addition, the last capacity was set to 0.5ml so 
that it might become InM, ImicroM, and 5% by the last concentration about acetate and dimethyl sulfoxide 
(DMSO), respectively. 0.05% after putting at 4 degrees C for 18 hours Dextran - T70 and 0.5% Darko After 
having added 500micro of solutions 1 containing G-60, mixing and putting for 15 minutes at 4 degrees C, 
centrifugal separation was carried out and supernatant liquid was collected. It is a biotechnology flow in 
600micro of collected supernatant liquid 1. 5ml is added, radioactivity is measured after mixing, and it is a rat. 
The total amount of association of 3H-MIBORERON to an androgen receptor was calculated. In addition, the 
amount of nonspecific association asked for the DMSO solution which contains MIBORERON of a non- 
indicator instead of the above-mentioned DMSO like the above so that the non-indicator MIBORERON last 
concentration might be set to 40microM. It considered as the amount of specific bindings which combined the 
difference of the total amount of association, and the amount of nonspecific association with the androgen 
receptor. 

[0047] (3) Rat when change concentration, the DMSO solution containing the inhibition activity this invention 
compound of this invention compound to the specific binding of 3H-MIBORERON is made to react like (2) in 
addition to 3H-MIBORERON and coincidence and this invention compound exists The amount of specific 
bindings of 3H-MIBORERON combined with the androgen receptor was calculated. From this value and value 
calculated by (2), IC50 of the inhibition activity of this invention compound to the specific binding of 3H- 
MIBORERON was calculated. Furthermore, it asked for the dissociation constant Ki by formula * of Cheng 



and Prusoff from IC50. w w 

* :Cheng Y.C.and Prusoff W.H. and Relationship between the inhibition constant (Ki) and the concentration of 
inhibitor which cause 50% inhibition of an enzymatic reaction., Biochem.pharmacol., 22, 3099 (1973) [0048] 3. 
It is this invention compound to the male Wistar rat of a 10 weeks old prostate gland contraction operation to a 
mature male rat 0.5% It suspended in the methyl cellulose solution and continuation internal use was carried out 
for 1 15 days once per day. The wet weight of a venter prostate gland was measured 6 hours after the last 
administration, and the prostate gland contraction operation of this invention compound was considered. The 
prostate gland contraction operation of this invention compound was computed by the following formulas by 
making into a castration group the group which castrated the group which prescribed only a trial group and 
methyl cellulose for the patient for the group which prescribed this invention compound for the patient just 
before a control group and administration, and prescribed only methyl cellulose for the patient after that. 
Reduction percentage (%) =100 (B-A)/(B-C) 

A: venter prostate gland wet weight B: of a trial group - the venter prostate gland wet weight of the venter 
prostate gland wet weight Cxastration group of a control group - the ED50 value was computed by straight- 
line recursion from the reduction percentage for which it asked by this. From these test results, the anti- 
androgen operation of this invention compound was checked. Therefore, this invention compound is useful as a 
therapy agent of diseases, such as the prostatic cancer from which the androgen serves as an exacerbation 
factor, prostatomegaly, masculinism, a virilism, baldness, acne, and seborrhea. 



[Translation done.] 



BEST AVAILABLE COPY 



* NOTICES * 




JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original precisely. 

2 **** s h ows t h e wor( j w hi c h can not be translated. 
3. In the drawings, any words are not translated. 



CLAIMS 



[Claim(s)] 

[Claim 1] The cyanophenyl derivative shown by the following general formula (I), or its salt. 
[Formula 1] 
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(The notation in a formula shows following semantics.) Rl, R2 : The same or — differing — hydrogen atom, 
halogen atom, cyano , halogeno low-grade alkyl, nitroglycerine, carboxyl, low-grade alkyl, and R6-A-, R7-S(0) 
r-, low-grade alkyl-C(O)- or the low-grade alkyl-0-C(=0)-radical R3, R3\ R4, and R4': - the same or it is 
carbamoyl group and low-grade alkyl-C(=0)- or the low-grade alkyl-0-C(=0)-radical which is different and -L?.r v 
may be permuted by the hydrogen atom, the low-grade alkyl group, 1, or two low-grade alkyl groups -: R3, R3V 
R4, or R4' two nitrogen atoms It combines with the same or a different carbon atom of the arbitration on the ^ 
included saturation ring. I • . ; ^ ! n vj . 

R5 : even if it has a hydrogen atom, halogeno low-grade alkyl, and a substituent Even if it has good aryMow-- 
grade alkyl-O- and a substituent Even if it has 1 , the carbamoyl which may be carried out 2 ****s or the aryl • 
which may have the substituent, the heterocycle which may have the substituent, and a substituent by good 
heterocycle-low-grade alkyl-O-, carboxyl, and low-grade alkyl-0-C(=0)- and the low-grade alkyl group A 
good cycloalkyl radical, or N(R8) R9-low-grade alkyl-0-R6: - a hydrogen atom, halogeno low-grade alkyl, 
aryl, heterocycle, or N (RIO) - you may permute by Rl 1, OH, or low-grade alkyl-O- low-grade ~ an alkyl 
R7:hydrogen atom, low-grade alkyl, aryl, and heterocycle - Are united with the same or nitrogen atom with 
which a hydrogen atom, low-grade alkyl, aryl or heterocycle however R8, R9 and RIO, and Rl 1, R12 and R13 
adjoin by differing. Or N(R12) R13-R8, R9, RIO, Rl 1, R12, R13 : other hetero atoms The nitrogen-containing 
heterocycle which may have and may have the substituent can be formed. 

A: An oxygen atom or -NR14-R14 : the low-grade alkyl which may have the hydrogen atom and the 
substituent, aryl, heterocycle, however R14 and R6 can form the nitrogen-containing heterocycle which may 
have other hetero atoms united with the adjoining nitrogen atom, and may have the substituent. 
Alkl or Alk2: - the same - or, even if it differs and has branching Even if it is good and has the substituent 
Good low-grade alkylene, low-grade ARUKENIREN, Or low-grade alkynylene k and n : The same It differs. 1 
Or 2 or 3p and q: -- the same - or it differs, and it is p+q<=l when 0, lm:l, or 2r:0, 1, or 2 X:S (O) m, -C(=0)- 
or -C(=S)-Y:association, oxygen atom, sulfur atom, and -SO-, -S(0)2- or a -NR15-radical, however Y are 
association. In addition, q is p andO, and when Y is association, at least one of R3, R3\ R4, and the R4' shows 
radicals other than a hydrogen atom. 

R15: - the low-grade alkyl, the aryl Zl, or Z2: which may have the low-grade alkyl which may have the 
hydrogen atom and the substituent, aryl, -C(=0)-R16 or the -C(=0)-0-R16R16:hydrogen atom, and the 
substituent - the same ~ or - differing - CH or a nitrogen atom 

[Claim 2] Physic which makes an active principle a cyanophenyl derivative or its salt permitted 
pharmaceutically according to claim 1 
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Use of cyanophenyl derivatives as ant i androgenic agents for preventing or 

treating e.g. prostatic cancer, alopecia and acne 
Patent Assignee: YAMANOUCHI PHARM CO LTD (YAMA ) 
Number of Countries: 001 Number of Patents: 001 
Patent Family: 

Patent No Kind Date Applicat No Kind Date Week 

JP 2001261657 A 20010926 JP 200074999 A 20000317 200208 B 

Priority Applications (No Type Date) : JP 200074999 A 20000317 
Patent Details: 

Patent No Kind Lan Pg Main IPC Filing Notes QCOT AV/a 

JP 2001261657 A 27 C07D-241/04 DCO I AVAlU^w^ 

Abstract (Basic) : JP 2001261657 A 

NOVELTY - Use of cyanophenyl derivatives (1-1) or their salts as 
potent antiandrogenic agents is claimed. 

DETAILED DESCRIPTION - Use of cyanophenyl derivatives of formula 
(1-1) , and their pharmaceutical ly acceptable salts as antiandrogenic 
agents is claimed. 

Rl, R2=H, halo, cyano, a halo-lower alkyl, nitro, carboxyl, a lower 
alkyl, R6-A-, R7-S(0)r-, a lower alkyl- (0) -CO- ; 

R3, R3 1 , R4, R4 1 =H , a lower alkyl, an optionally 1-2 lower alkyl 
substituted carbamoyl, a lower alkyl- (0) CO- group, bound with C atom in 
a saturated ring containing 2 nitrogen atoms; 

R5=H, a halo-lower alkyl, an optionally substituted (aryl-lower 
alkyl -0-, a heterocyclic -lower alkyl -O- group, an aryl, a hetero ring, 
cycloalkyl) , carboxyl, a lower alkyl-OCO-, an optionally 1-2 lower 
alkyl substituted carbamoyl, or -N (R8) R9- lower alkyl-O-; 

R6=H, a halo-lower alkyl, an aryl, a heterocycle or -N(R10)R11, OH 
or an optionally lower alkyl-O- substituted lower alkyl group; 

R7=H, a lower alkyl, an aryl, a heterocyclyl, or -N(R12)R13; 

R8 - R13=H, a lower alkyl, an aryl or a heterocyclyl; or 

R8+R9, R10+R11 and R12+R13=an optionally substituted nitrogen 
containing heterocycle together with other hetero atom and neighboring 
nitrogen atom; 

A=oxygen atom or -NR14-; 

R14=H, an optionally substituted lower alkyl, aryl or heterocycle; 

or 

R14+R6=a nitrogen containing heterocycle together with neighboring 
nitrogen atom optionally further containing the other hetero atom; 
Alkl, Alk2=a lower (alkylene, alkenylene, or alkynylene) group; 
Casterisk=(CH2)n; 
Casteriskasterisk= (CH2)k; 
k, n=l, 2 or 3; 
p, q=0 or 1; 
m=l or 2; 
r=0, 1 or 2; 
X=S(0)m. -CO- or -CS-; 

Y=a bond, O, S, -SO-, -S02- or -NR15- ; 

R15=H, an optionally substituted lower alkyl, an aryl, -CO-R16 or 
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-C00-R16; 

R16=H or an optionally substituted lower alkyl group; 
Zl, Z2=CH or N; 
Provided when: 

(1) Y=bond, then p+q=l or less; and 

(2) p, q=o and Y=bond, then, at least one of R3, R3 » , R4, R4 1 is 
other than hydrogen atom. 

ACTIVITY - Antiandrogenic; cytostatic; dermatological , 
ant i seborrheic; antiinf ertility . 

Test details are described but no results are given. 

MECHANISM OF ACTION - None given in the source material. 

USE - For prevention and treatment of prostatic cancer and 
hypertrophy, virilism, hypertrichiasis, alopecia, acne and seborrhea. 

ADVANTAGE - Potent antiandrogenic activity with little effect on 
blood sexual hormone. 

pp; 27 DwgNo 0/0 

Title Terms: CYANO PHENYL ; DERIVATIVE; ANTIANDROGENIC; AGENT; PREVENT; TREAT 

; PROSTATE; CANCER; ALOPECIA; ACNE 
Derwent Class: B03 

International Patent Class (Main) : C07D-241/04 

International Patent Class (Additional) : A61K-031/495; A61K-031/496; 

A61K-031/5355; A61K-031/541 ; A61K-031/551 ; A61P-013/08; A61P-035/00; 

A61P-043/00; C07D-233/02; C07D-243/08; C07D-295/18; C07D-401/06; 

C07D-401/12; C07D-403/06; C07D-403/10; C07D-403/12; C07D-403/14; 

C07D-405/06; C07D-405/12; C07D-409/06 
File Segment: CPI 

Manual Codes (CPI/A-N) : B05-B01B; B07-H; B14-H01; B14-N07A; B14-N17; 

B14-R02; N02-C 
Chemical Fragment Codes (M2) : 

*01* F011 F012 F014 F015 F553 G013 G015 G100 HI H141 H2 H201 H211 H6 H601 
H641 H685 JO J011 J3 J331 KO LI L143 M210 M211 M240 M282 M311 M321 
M344 M353 M391 M413 M510 M521 M532 M540 M781 M904 M905 P611 P633 
P930 P943 RA5ZPX-K RA5ZPX-T RA5ZPX-U 

*02* C316 F011 F012 F014 F015 F553 G015 G100 HI H141 H2 H201 H211 H6 H685 
KO K3 K353 LI L143 M210 M211 M240 M271 M281 M282 M311 M321 M344 M353 
M391 M413 M510 M521 M531 M540 M781 M904 M905 P611 P633 P930 P943 
RA5ZPY-K RA5ZPY-T RA5ZPY-U 

*03* C316 F011 F012 F014 F015 F553 G015 G100 HI H141 H2 H201 H211 H6 H685 
KO K3 K353 LI L143 M210 M211 M212 M240 M271 M281 M282 M311 M321 M344 
M353 M391 M413 M510 M521 M531 M540 M781 M904 M905 P611 P633 P930 
P943 RA5ZPZ-K RA5ZPZ-T RA5ZPZ-U 

*04* C316 F011 F012 F014 F015 F553 G010 G015 G100 HI H141 H2 H201 H211 H6 
H685 KO K3 K353 LI L143 M210 M211 M240 M282 M311 M322 M342 M344 M353 
M373 M391 M413 M510 M521 M532 M540 M781 M904 M905 P611 P633 P930 
P943 RA5ZQ0-K RA5ZQ0-T RA5ZQ0-U 

*05* C316 F011 F012 F014 F015 F553 G015 G100 HI H141 H2 H201 H211 H6 H602 
H681 H685 KO K3 K353 LI L143 M210 M211 M240 M282 M311 M322 M342 M344 
M353 M362 M391 M413 M510 M521 M531 M540 M781 M904 M905 P611 P633 
P930 P943 RA5ZQ1-K RA5ZQ1-T RA5ZQ1-U 

*06* C116 C216 C316 F010 F011 F012 F013 F014 F015 F016 F017 F019 F021 
F029 F431 F523 F543 F553 F560 G001 G002 G003 G010 G011 G012 G013 
G014 G015 G016 G019 G020 G021 G022 G029 G030 G040 G050 G100 Gill 
G112 G113 G221 G299 G553 G563 HI H100 H101 H102 H103 H121 H122 H123 
H141 H142 H143 H181 H182 H2 H201 H211 H321 H322 H341 H342 H401 H402 
H403 H441 H442 H481 H494 H498 H521 H522 H523 H541 H542 H543 H561 
H581 H582 H583 H584 H592 H594 H596 H598 H599 H600 H608 H609 H621 
H622 H641 H642 H681 H682 H683 H689 H721 H722 H731 J011 J012 J013 




J014 Jill J112 J131 J132 J171 J211 J212 J231 J232 J271 J321 J341 
J361 J371 J372 J373 J390 J521 J522 J592 J599 K353 K399 K432 K433 
K442 K499 K640 K699 K830 K850 K899 K920 K930 K999 L142 L143 L199 
L410 L420 L431 L432 L440 L450 L461 L462 L463 L471 L472 L499 L531 
L532 L550 L599 L640 L650 L660 L699 L930 L941 L943 L999 M113 M116 
M119 M121 M122 M123 M124 M125 M126 M129 M141 M142 M143 M146 M147 
M149 M210 M211 M212 M213 M214 M215 M216 M220 M221 M222 M223 M224 
M225 M226 M231 M232 M233 M240 M261 M262 M271 M272 M273 M280 M281 
M282 M283 M311 M312 M313 M314 M315 M316 M320 M321 M322 M323 M331 
M332 M333 M334 M340 M342 M343 M344 M349 M353 M362 M372 M373 M381 
M382 M383 M391 M392 M393 M413 M510 M521 M522 M523 M530 M531 M532 
M533 M540 M541 M630 M640 M650 M781 M904 M905 P611 P633 P930 P943 
0054-17701-K 0054-17701-T 0054-17701-U 00346 00347 00401 00403 
*07* C116 C216 C316 F010 F011 F012 F013 F014 F015 F016 F017 F019 F021 
F029 F431 F523 F543 F553 F560 G001 G002 G003 G010 G011 G012 G013 
G014 G015 G016 G019 G020 G021 G022 G029 G030 G040 G050 G100 Gill 
G112 G113 G221 G299 G553 G563 HI H100 H101 H102 H103 H121 H122 H123 
H141 H142 H143 H181 Hi82 H2 H201 H211 H321 H322 H341 H342 H401 H402 
H403 H441 H442 H481 H494 H498 H521 H522 H523 H541 H542 H543 H561 
H581 H582 H583 H584 H592 H594 H596 H598 H599 H600 H608 H609 H621 
H622 H641 H642 H681 H682 H683 H689 H721 H722 H731 J011 J012 J013 
J014 Jill J112 J131 J132 J171 J211 J212 J231 J232 J271 J321 J341 
J361 J371 J372 J373 J521 J522 J592 J599 KO K222 K3 K340 K351 K352 
K3?? K399 K432 K433 K442 K499 K640 K699.K830 K850 K899 K920 K930 
V ■ '^S^-^iiiw^ LI 9 ? : t4 1 o; L4 61 ; L4 62 L4 63 i471 L472 L499 Ii532 L550 

".' V-U'Vv- >L59!9 L640 L'650 L660 L699 L930 1941 > ^ 

M122 M123 M124 M125 M126 M129 M141 M142 M143 M146 M147 M149 M210 
M211 M212 M213 M214 M215 M216 M220 M221 M222 M223 M224 M225 M226 
M231 M232 M233 M240 M262 M271 M272 M273 M280 M281 M282 M283 M311 
M312 M313 M314 M315 M316 M320 M321 M322 M323 M331 M332 M333 M334 
M340 M342 M343 M344 M349 M353 M362 M372 M373 M381 M383 M391 M392 
M393 M413 M510 M521 M522 M523 M530 M531 M532 M533 M540 M541 M630 
M640 M650 M781 M904 M905 P611 P633 P930 P943 0054-17702-K 
0054-17702-T 0054-17702-U 00346 00347 00401 00403 
*08* A428 A940 A970 B515 B720 B743 B770 B813 B831 C017 C100 C710 C720 

C801 C803 C804 C805 C806 C807 G010 G019 G100 Ml M121 M129 M144 M280 
M320 M411 M510 M520 M533 M540 M630 M730 M904 M905 RA2EBK-K RA2EBK-C 
00346 00347 00401 00403 
Ring Index Numbers: ; 00346; 00347; 00401; 00403; 00346; 00347; 00401; 
00403 

Specific Compound Numbers: RA5ZPX-K; RA5ZPX-T; RA5ZPX-U; RA5ZPY-K; RA5ZPY-T 
; RA5ZPY-U; RA5ZPZ-K; RA5ZPZ-T; RA5ZPZ-U; RA5ZQ0-K; RA5ZQ0-T; RA5ZQ0-U; 
RA5ZQ1-K; RA5ZQ1-T; RA5ZQ1-U; RA2EBK-K; RA2EBK-C 
Generic Compound Numbers: 0054-17701-K; 0054-17701-T; 0054-17701-U; 

0054-17702-K; 0054-17702-T; 0054-17702-U 
Key Word Indexing Terms: 

*01* 489785-0-0-0-CL, USE 489786-0-0-0-CL, USE 489787-0-0-0-CL, USE 
489788-0-0-0-CL, USE 489789-0-0-0-CL, USE 315612-0-0-0-CL 
0054-17701-CL, USE 0054-17702-CL, USE 
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